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^ (54) Title: MELANIN CONCENTRATING HORMONE ANTAGONISTS 
= (54) £BJ303€ft: > 7->Sft^/U : E>fS6 : iS , l 



(57) Abstract: Melanin concentrating hormone antago- 

n ' nists containing compounds of the general formula (I) or 

/ '• salts thereof arc useful as preventive or therapeutic drugs 

^ ^ ^ y^j- y ^ ' '■ for obesity and so on wherein Ar ! is an optionally sub- 

. \^ ^ .•' slituied cyclic group: X and Y arc each independently a 

J£J • ■ p spacer having a C,. 6 main chain: Ar is an optionally sub- 

• '•. .•' ; stiluted fused polycyclic aromatic ring: R' and R : are each 



r4 

On 

^sj '• •' .• independently hydrogen or an optionally substituted hy- 

00 "• .-' drocarbon group, or alternatively R 1 and R : together with 

^ the nitrogen atom adjacent thereto may form a nitrogenous 

hcterocsclc. or R : together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle. or R : together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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20 . SfglCji&^nT&D, ttKtt*W*!l^tLT«Tv>H-;Kmazindol) 

$5lg©W^ii»enT^5. ^Tfe^y-zii^y (fiT, MCH 

t^^t^^T^S, MCH / yi770 hTSXttB^frifrtflEft 

TiSfcfe^bef, lE^T^Xiiit^T, Itl^lti^t, fro 
#Mfc£V>££#?g££nTlr>.& [^3^- (Nature) , 396 ^, 670 

1998 ^] . unecD^^^, MCH^mm^Ttn«nfc^M$ij^^^ 
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10 %> £V> 2m<D C 1 j 6 |gJ»i£&fc*&S£*U 

ASIttS -X-Ar (5fc+, MB^rafBchfWlicft^^T) TH^nSgcT) 

B5Stt, ^ — Y — N R 1 R 2 #IB^«tfjfBi|W]«^'r) T^^tl 

£g©ftK:Stfeg&£ l-^ LWT t> «fc 4 L 8 MSI £^1% ftfcls, 
AiiB^t«$tl§M^>H-JHOtt, -X-Ar (S:*, 

2) W095/32967 Kite, 5HT1D ~7y$zl—7\ h^tt^rWl^ :&»fe&£© 
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[5$«K Ate, RtfymtfcteC ,. 6 7;^ra5CONR ; 

RUStK^ ;\py>&£; 
5 R 2 £cktf R 3 im±LlsT7m. /\U¥>?£E ; 

R 4 43 «fc IK R 5 ttSfia t T7jc^ S fc & C ! _ fl 7 J ; 
R 6 W7\py>, fcF 

3) W098/15274 {3«, SWftHU 7;WWT-3Pi&£03fe## 



15 Arte7x-^&££ ; Xli- O - S - £ ; YteCR 5 R 5 '- 

(R 5 '«H£, R 5 te-H&££; Z&-CH 2 -£fc«-N-£ ; RteHt;£te 

- (ci-C6) 7;i4;^ ; R '^yi'ttffiibT- (ci — ce) 7j^j^ 

£*£ ;R 3 teHfc££;R 4 ti#a?fc££ ; mfiOft^L 2 OggSc* ; qteOg; 
4) EP533266 tdtt, 5HT1D 7>^ rf"Z hgft^tb, &&?FMfc£<D&. 
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\ / 

5) DE2502588 tte, ^Ittlft 5£ 




K^, R»«, 7j<^, Me, Et fi:i*«7MJ^; NR'R 3 «, NH 2 , NHMe & <H 
0 _-^ 75>< NEt„ NBu,&<!:0— JR75 X pyrrol idinyl , piper idinyl, 

10 morpholinyl &£©§1#75>£; R 4 *?=k^R 5 «, Me^i*Oili7^ 
0Me&<H©«7;l/:3*-X A£iy>£; R 6 &> zMMe.Et 
f^7,M^£; R T «, H, Me, Et ft£©M7;Wk COR 8 (R 8 tt7;i/^^>', 
7U _ ;1/ ^^. X NR 9 R 10 , (NR 9 R I0 «, NH 2 , NHMe/^^^g^^nTTfectVi 
— ^75 >, NEt„ NBu 2 &£©—$^75X pyrrol idinyl, piperidinyl, 

15 lorpholinyl & t*0Stt75»5*; Ate, -CH r , -CHjCHj-ftfcyj^Jl^ 

6) v 5 ^-^!/ :fr7* drS^^y-tl-^Xx^f — (J. Chem. Soc), 4678 
(1 962), $>WUi/\-±)V #7* ^a+K7U y7^5^ b'J-Q. 
Heterocycl. Chem), 24, 345 (1987) fctt, ^®?feia^*WT5. ^ 
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>ll^f^ Sr T£ £ ft 5 f fc£ & #8Effc 2 ft W S . 
5 ±^^7->«S^t>^SlO§B^OTS$ftT^5. 



Ar Y— N 



10 



15 



1) 5£ 



Ar 1 — X — Ar — Y — N { 

\ \ V--' 



(i) 



CjC*, Ar 'Mi^flt^Ttji^m^ ; 
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Xt5£tfY\tm-2irzte&l£r>T£m<Dm*&. 1 b 6 CD*'*— ti— £ ; 

^^b7X^S^^1->6\ R 1 £ R 2 i(Mt§till^ t>fcfi&££Wb 

Y 1 1 iZW&M £ W b T V> T cfc t^S*«3H5R * M L T t> =fc < , R 
2 WS-r§MM-?, Y££tf Ar ££fcfcfi&g£WLTtr>Tfc«fctrv£g 

& 3 * 5 - ^H*;)^ >££Hffl . ; 

io 2) R i &£tfR 2 fim~&rc\zgfc^r7mmT£fzimmM%#Lx^T 
mom ; 

4) mm&<D^® • ^«^jt*5mib i ) mwwm ■, 

5) a 

Ar 1 — X— Ar— Y— N( ; (i') 
[ \ R 2 -"' 

20 K*, Ar 1 ««SI^&^rLT^T ! b«k^S^S* ; 

X 1 \t CONR 8 , NR 8 C0 (R 8 H7K^H^ Aa^Mb^nT^TfeilU ^5 
7JWk AD^>^$nx^Tt)i:Vi C 1 _ 6 7;i/*;l/-*j;i'fcJk AD^ 

>ftsnrirJTt)«j:nc ,_ 6 7;w^;^n;^^-r)»oco S£f* coo 
25 Ar tem^z^VT^Th^m^w^mmz •, 
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.^SRST.^SSSJS^ Y£=fctf Ar £tfcfctt&g£;f LWTfc<fcVv£g 
5 mm&m&MJ&LT^Th^K fetch, X^CONR (R«^H^F^fc«C 

H-;i/^fc^>X^^y-;VT^:< ; X^CONHT?**^ Ar &7 

U>T?&< ; X 1 *SC00 7?»5<i:^, Ar ^iBtftSfcWL WTfc «J:tr^#fis 

6) X 1 #C0NR 8 3;fc»NR 8 C0 (R B fcfoMfclSC^ Any>ftSnT^T"b«fc 
15 Any>ft$nTHTfe«j:^ C i.jT^XJ^^^T) Tfoty, R 1 

& «k # r 2 asm- tzit imfs. ? x-kmrn? £ & £ # l t <a r «fc ^ 

20 ; 

7) Ar ^^znzmttmmwM&rfczmms) mm<wk&W; 

25 ; 

9) Ar 1 **. ADy>If, ADir^f^nt^TfecJ;^ C j.JJW^J; 
— fcT'J § iWfB 5 ) fS««-fb^ ; 
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10) Ar 1 ^, fiSlS*WbWTfe«fc^C 6 _ 14 7U-;PT?fi^nT^T 
&£l>tf^U^-)VT&3fufB5) fBScO^te ; 

11) X^CONHSfcfctCOOTfcSflfBS) SBSc0Mb£$ ; 

' 1 2) Ar T*$tl?)^#^»^«^9^^L 1 4 ®ffi£#£5£3§r 

5 #K^7KIIT&3MiB5) fB®tfMt£tl ; 

1 3) Anf^^tisus^si^^iR^i oM^£#§t^#i&sss^& 

1 4) kx-^^n^m^mmmm^j v>&tcfej-y?uyv&z>m 

IB 5 ) !B«0Mb£® ; 
10 1 5) X 1 'fl*C0NR 8 S:fcttNR 8 C0 (R 8 «tK^^ AD-yM^nT^tfe 

«tvi c ,.,7W, /\ny>^$nwrfe=};v> c 1 _ 6 7;MMk-#)i'fc 

16) Y^$n5il©ra 1 6 0X^-9-^ -0-, -S-, 

15 -co-, -SO-, -S0 2 -, — NR 8 — (R 8 it?mW^ An$-*>fb$nw 

Tfe«fc^ c 1 _ 6 7;^;k /\ny>ft$nt^Tfe«fc^ c ,.,7;^-*^ 

tf-jk AnyM^tiT^Tfei^C ^T^^kXikfc;!^^"!") 
3»£>&3 2«T&3fiif34) iB»£>ft£-4& ; 

20 17) y^c 1 _ 3 7;^i/>T^^ltifB5) faaoYk^; 

1 8) R^R't^P^-r^^II^ife^g^S^WbT^Tfect^^ 
0lt^^$«1"-2>tulB4) WMOit&m ; 

19)tS*S*»)JJWJ>, tf^U^X t'^^X tD'Jy>, 
1,3-5 1 7^U^>, lH-f5^l/-;k 4,5-^k K D - 1H--T 5 ^V~;k 
25 U-ykHD^ >F-;K 1,2,3,4— rh^tHD + y U>£fc«l,2,3,4 
-fh7t KD-f V + 7 l> >T°$>%MB1 8) fBl©<ffc£#) ; 

2 0) §&gB5) fBa^^^fc^co^^^WbT^SIg^M^ ; 
2 1) iufE 5 ) f3«£>te-&t/©7°D K r;^; 

2 2)4'-^nn-N-[6-[(N, N-v^^•;^7ay)^5 : •;^]-2-7"75 : •)^][l,l , - 
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4*-^DP-N-[6-(l-t!o , J^^5 L ;W-2-^75 1 ;H [1, 1' -t'7x~^]- 

4-#;v^u-^ H ; 

4' -7 Jl/^" D-N- [2- (1- tf P U i?=.)V*?)V) -'6-* 7 U -M [1 , 1 ' - 1: 7 x ~ 

5 ;w-4-#;i^*i^ k ; 

4' -7j^a-N-[2-(i-h°^u vzi;u^^;i/)-6-^y u ~;w D,i'-t*7x^ 

y y-;H [i,l'-k*7xr:jH-4-*;V^^it5 H ; 
10 4" -9 PP-N-[2-[(2, 2, 6, 6-7" b 7 V-M **M-%-*cJ 

iJ-JV][l,l'-t'7x^W-4-*^W5F ; 

4-(4-7PP7xri;W-N-[2-(l-kfPUv^^^)-6-^/U^;W-l-ti 

n- [2- a- tf p u ^ ^jw -6-* / u -;w [i , r - h 7 x -4-* 

15 W5 H ; 

6 _ (4 _^ }Vy x - M -N- [2- (1- tf p u y^iw tVW -6-* / u - 3 
4 _ h ^ ~> 71 - ;w -N- [6- (1 - bf □ u v-^ * ^; w -2-T- 7 tVH -1- tf 
20 6- <4-* h^v7x-;w-N-[6-(i-bfp'j> J -;i/y^)-2-^7^;W-p^ 

6-(4-p<^7x^;W-N-[6-(l-fc 0 PU^^y^;W-2-T-7^;i/]riP5 : -> 
2 3) : Ar'-H (XII) 
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L— X— Ar— Y— N( j (xiil) 

5 24) a*«jffiisaT*5aeg3 1 ) tm<om 

2 6) s en T^sns^^^fett^otto^fisitai&ftcK-^rs 
2 7)^0) ^^n^\t^m^tzu^o^(D^hm^m\M%\^^^ 

2 8) ^->«*;l^>KigET£^IlCD^|£ • i&3g?5!j£li&T5&«> 
15 ©, (I) ; 

2 9) JE«SJe©^8& • fejRSysfijg'rsfcJ&O^ 5£ (I) T?^£ft5*fr&«lS 



20 Ar^^^tlS rgjftS^LTVsTfcctViJSJKSj £*5tf3 rggtfgj 
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z^tsstt\zbM.^m&mmu£tfm\ft>n%o ^mz\z. 
5 x 75>, tfp-;K <5^V-;k t^z-jk ^7\/-;k <v^7 
^it7-;k -fy^ii-7-;K tfu^>, tr^x truss? 

X tf'Jf/X l,2,4-^1i-v7V*-;k l,3,4-^-tf^7V-;k 1,2,4 
-?7v7y-JK 1,3, 4-^7 v?77r-;k 7 5 -if >l£Ei)mvf Sft5. 

rmn^S^Sj caWJiLTH 7x~;k 2-^fe«3-^x-;k 

10 2-,3-Sfctt4-t:U^;k 2-Sfctt3-7'J;K 2-,4-£fcte5-3 L 77 
U;k 2-,4-Sfctt5-^^/'J;k l-3-SfcK'4-h 0 7yUJK 2 — tf 

^v-;k 2-, 4-^7c«5-fcfU5vzi;k i-,2-^fcfi3-tfp'j;k 1 

-,2-££te4-^S^/lUk 3-^fc«4-t°U^v^;k 3— Y 7.77 7 
U;k 3— fV^^/UJk U,4-m^7^-5-fJK 1,2,4- 

15 ^-tJ-^7V-^-3— r;k^c^^^f,ti§o 

m^m^^t^zzm^^mm^mm, ±7$v>, ofx 7 

25 ~4®£^£?9&Ub 14 H, ffSU<«9SfcttI0jl©ffi^#S^#^ 

5r*V-;k ^>X**U-7-;k ^>7^77-;k ^>X-fy777- 
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±7 hl2, 3-b] ft7i>, -TWJX *yi)>. -T>K-Jk * 
7it>h'Jy>, 7x;f7^X 7i/W>, 7^-7 

^f-u^x ^/'J>, v>/ux £jw\V-;k /3-ftjk^ 
U>, 77Uv>> 7ity>, 7*JK5h\ ^^>x>&£«tf 

rig^S^Sj OA^JtlxT^ l-T^^k 2-^-7 W, 2-, 3-, 4 
-,5-£fcte8-3py U;V ; l-,3-,4-,5-,6-,7-£fcte8-^y*7 U 
; 1-, 2-, 3-, 4-, 7 - < > F U ; 1-, 2-,4-£7c& 5- 

-T V-T > H U ;P ; 1 5 - 6- 7 3? 7 ; 2-, 3- Sfcfi 5 * 

10 it'J-Jl/ ; 2-,3-,4-,5-^fe« 6-^> 4 /7^-;l/ ; 2-, 4-, 5- 6 

- ^ > 7? 7 V U )V ; 1 - , 2 - , 4 - , 5 - £ fc 6 - ^ >X-f 5 £ j&* 

tf'J$v>, ft7i>, 7y>, ^7y*-;k -fV^7V*-;k :* 

*-tty-;k -T y^-y-y-yk u,4-t^t^7 , /-ji/, i, 3, 4 
^77-;k 1,2,4— ^7v77-Jk i,3,4-^7x7y-;k 3vux 

rm&G%$m&i OMfoMtlXi*. 2-,3-^fcft4-t*7x-'J;P;3 

- (1-^7 3\>W- 1,2,4 -tWrV-JH 5 3- (2 -^73MK> - 
1 , 2, 4- yj y-JV- 5 — f ;U ; 3 - (2 - ^ >y 7 7 - JW - 1 , 2, 4- 
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-^7*/-;i/-5— i)V ; 2-7 x-K-i^A-ttwrv-fr-s-' r 

)V ; 3 - (2 - ^ >X*tt S J U )V) - 1 , 2, 4 - ttV v7 - 5 - -f JU ; 3 - 
(3— f > K U )V) -1, 2, 4-^U-^7 % /-Jl/-5-< ;l/ ; 3- (2— f > H U )V) 
-1,2,4- ttDrz?7)/-)V-5 -^JV;4-7x - - 2 - < ;i/ ; 4 
5 - (2-^>l/7 7=;Wf7!/->-2- i)V ; 4-7x^-1,3-^/ 
—)V-S-4)V ; 5-7x'^- i V3-7V~)V-A— ( )V : 5-7x"Wt 
-t^/-;u-2-<;i/ ; 4-(2-fX-;W7xrji/ ; 4-(3-?X~;i/) 7x~ 
^ ; 3- (3- fcf'JSW) 7x-;k,4-(3- fcf U S^W 7x~;U ; 6- 7x~;h 
5-7xn;i/-l 1 3,4-^it^7y-;l^-2--r;i';4-(2-^ 

10 7?JU)7x-Jl/ ; 4-(2-^>V7 7-JW7x-JV ; i,A'—T)V7 3L~)V ; 
5-7xn^-2-tfU^;W; 2-7x-;V- 4-(4- 
tfUv;W7x-jl/; 2-7x-Jl/-l,3-^;-Jl/-5--fJV; 2.4-e? 
7xZJV-l,3-Wy-Jl/-5-^JV ; 3-7x-JH<ym7"JV 
-5--f;l/ ; 5-7x~;U- 2 -7U;P ; 4-(2-7UJW7xrjl/fc£##Vf 

15 <~>tl£o 

tuiBbfe r^#^j o^Tfc, mm&6te^Li 4(Dmm-££fc& 

(ffSL<}i2-,3-^7c^4-t*7x-U;i/;6-7x-;i'-3-t 0 U 
20 5 - 7x-;U-2-tfU^&<H) J WJLK 

25 77°;k ->^7P^>f-;k y^D^yJK v^O'NT^k v^P^^ 

C 3 _3 v#P7;i^r-^© : i : ft#] tbtll ->£ P7°a^-Jk ->£p77- 
-;K y?D^>r-Jl/, v^DA.^-fe-Jl/, ->^D^\77--;k i/9u-fr 
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£?£L<X tDfo^->^D^yMjfSl,H. 

10 iX fh7kFD77/ tfP'Jv'X -fS^/'JX -f5*V'J~XX 
ti^/UX kf^/Uv'X fh7kKDf7 , /-ik fh^tFn^Vf 

^U^XX fh7b FPtf'J-XX v^kFPtfUvX tf^vX 
■JX eP«Ji/*UX f h7tKPtfU5v?X rh^kFDf'JfyX 
15 ^^HM^X-f^X 1, 3— Xt^X 1, 4-v^+f->&£>lp 

X**W-)U. yh HP^> > 75 L 7V-;k Hp^>X< V^7^- 
25 ykFDt7h[2,3-b]ft7iX rb7k b'P-f U X xh 

7kFn+7'JX '-f>FU>, -fV-OF'JX f b^tHn + y^fU 
X fh7.kh'D7it/hU^X 'v^tf-h Ho7x7f7yX A^-y- 
fc KP!7x/*t^XX rh7kFD7^7yX fh7kFD7-7fUy 
X fh7k Hp^t-7U>, fh7kh*ny>;iJX xh^th'PTJ^ 
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7kh'D7ity>, jh7tFn W>7 >fc tf 6 n& . 
. 7) , 1, 3-x^it» 

10 

Ar ^jKsns rggis^^bTv>Tt)«tvi5!!^Sj rggygj 

£h C 1 _ 3 7;i^l/>v^>'(#!K y7V->v*-^X I^l/>v^->& 

15 ^->-C i_,7;WK C ,. u 7U-W^>-C j.^J^KfJ, 7x7^ 
^75Wj:£)> C 1 _ a 7Jl/*Jl/-C 8 _ I4 7U-JP-C 2 _ a 7;i/dr-;K^ 7 
^l/7xn;Hf-Ma, APy>fk$tlTViTt)J;VU 3_ 5 ->^D7;P 
APy-*Xb£*lWT££^C 1 _ 5 7;l^^4 1 ^ ADy>ft$nT^T 
feJ;^C 1 . 6 7MW, e&S£ ; &LWCfc«fc^C 7 . 19 77m 

20 kh'D^y, MMa$*"LT^Tfect^C 6 _ 14 7';-;^^-X BglS£W 
IT^TUH C 7 _ 19 77JI/+;^+'>, fi&S£W L/WT&J;H C 6 _ x 

4 7U-;u-*;PA ; t'f;k 7^y, 7?;-c 1 . 6 7M;k^. 7S/^? 
;k 7s;x7Jk 7^7 7°Pif;i/, 7^y 75f;i/&<H), ^y-c 1 _ 6 7;w 

*;U7 5 7(0!K 73^7^ y> X5FJW75/, 7°Ph>7^y> <V7°Ptf 

25 jutsa 7*9MU7ay&£h ^-c^.TWra;^, ->*y?;i/75 

y*X7Jl/7$y, v7°P fcMI/7S7, ^7*771/75 y, X7JW7J1/7 

5;^a, ^y-c 1 _ 6 7;i/^rJi/75y-c !_ 6 7;i/^;K^, y7-ji/7^y 
77;k x^;i/7sy y^;w 7°Ptf;i/7 = y 77;k < V7°pt°;i/7^y 
x^;k ^wsyx^Mii v-c 1 _ 8 7Ji/+Ji/75y-c 1 _ fl 7;p* 
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)1>WU ist^frJ^/ yX^7$//fJk v7°Pt:°;k75 /;* 

^;k *M 77°Ptf Jk7iyx3Mk ^7*5^7 = /X5W<i£), SMS£ 

^^b7M#^«m^S> 7v-;k 7->;k75/> 7->;k<h^>ft£;^ 

Ar ^^ns r^gj ±temMS£> itiofil^ilfttti; 1 

rg^^#LT^Tfc c fcViC 6 ^ 14 7 1 J-;i'j fej;^ rgjftss 
^l/rivrt>J;V>5fcv>Ll0^#i£&£5!tgj tbxtt, rg^a 

a^&a^i/T^tfei^CLeTMJHE ^;k x^;k 7° 
pt?;k -f77°Pkr;k 7>;k -f 77>;k sec-7^;k tert-7^;k 

^;k &7Mu*=f-)],* hU7DP^^;k KU7;k^-n^?;k x?;k 
2-7'P^x^k 2,2,2- MJ 7 ;ktpx?;k ^>^7;u?rnx^;k 7° 
PbfJk 3,3.3- hU7J^P7"ntfJk -TV 7*Dfcf Jk 7*5Mk 4,4,4- h 
U 7;k^P7*^;k <77*5 L ;k sec-7^Jk tert-7*^k ^>3\fk < 
7^>3Mk *^>5P;k 5,5,5- HJ7;ktP^>?Jk /\+->;k 6,6,6 

- h u 7;^P-\^->;k^^^^eti5 0 
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fuse rAny>f^nt^ifeJ:^c 1 . 6 7Ji'Wj KW^c^gj;!^ 

tf;i/, ~>7P7*^;k v^n^>^;k v?pa^v^I/&<E)&£^W 
^ns, jyfc#]£bTfct v^n^Ph°;K ->^p73Mk v-^d^>^;k 

fy^P^vJk 4,4-5/^Dn.v^P^->Jk 2,2.3,3— r h57JktP 

l&ViL5{Sk $?£L<tel fct^L 300APy>^(M> 7y|t, MM, 

7p^v> 7h*~>> ^>^;k^^^^f)^i:^#^^n^ 0 
15 itLTit /h^X ^7Jk*-Pp< h*y\ HJ7;ktP^h* 

xh+~X 2,2,2-h'J7Mnxh+k 7°P#^X, -fv^D^y, 
7*h^->, 4,4,4- Mj7;ktP7*h + >\ -YV7*h^X sec-7h4^X 

20 l?i^iL5®, 0^t<«l^^L3®©APy>^(M, 7y^l, ^3H, 

x^;hp:*, 7°ptf;k^^-, •i'y^Dt°Ji/^ 7^;^^-, sec-7^;i/^' 
ju^. *Jy)V*u M^JktPpWi/^^k jL=f-)V^-t, 7° 

i&BE r«^s$wi/TV5Tt)«J;Vsc 7 . 19 77Wj. icfett^ rc 7 _ 19 7 
?)V*M t lifts ^>^;k 7i^f;k y7xrjM?Jk 

hU7xx;kx^;k i-^-75";k^?;k 2-^7^;k><^;k u-/7i 
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-;i/X^;k 3-7xx;kyPt°Jk i-7jL-jVf^)V, 5-7i-iK>f 

y> ^y-c 1 _ 6 7;wi/75 7 * 3^7 5 a x^;i/757, yatf 
10 ;kr$y» ^v7 t Dh>7$;> y^vKrsyfca, > 5 -c 1 _ 6 7;^^7 

sy(#!i> ^f;v7s;, yi?^7sy> ^yptvkr^y, -Jttjvr 
x^i^wkrsyfca, 75y-c j.bT^jk^i, 75yy^;k 

7syx^;k 7$y7 0 atf;k 75y7*3Mk%a> ty-c^^w 

Tay-Ci.eTMJKE pwio^/^wk x^75/^^;k y 
15 a tf ;kr $ y y ^;k -f v y p tr ;kr 5 y xf ;k y^kr 5 y x^jpfc a , 

v-C 1 . 6 7»75/-C 1 _ 6 7;M\)K0!I, y^W5;/m s?x 
^1/75 yy^k v7°a kf jkr^yy^k ^yyntfJkrsyx^k 
vy^kr^yx^i/^a, *;k^;k #;k-j^x *;k^-r;k 
^A^-ok Aay><b$tiTWb«t^ c ,.,7W-*M-;k c 3 
20 _ 6 7;k^>-#;kfc;k(#K y h^>#;i/fcjk ih^y*M-jk 
ypjj«^^*;^x;k tert-yh+->*;pfc;^i*), ; &y-c 1 _ 6 7^ 
^rju-tuim-fju(m. t^jistuwi^M x^k^A^yk&a^ 

25 c ,.,7M;^;^-^, ^;i^^;i/7$yv AD^ftsnt^ifciViC 
1 _ 6 7;wi/-*;pj!?W5 h\ c 1 _ 6 7JHi^v-*;i/^+it5 kcr y h 

yh^->7j;i/^+^s c 1 _ 6 7;k^;kx;k^x;kT5y y?^ 
x;i/^x;k75y, i^^-^ayaif), c,.,7H;h*w 
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#JU'fc;i/;f^X#!K ;* h^v#Jl^:i;kf^X ib^y^J^zM^ 
x 7°p^->#;kfc;i^x 7>*v#;kfc;k^X£<!:), t/- 

5 ^^a*^ ;^^Xf£h ^-c ^^WV-^k^^k^X^ 

nwcfc£v> c % _i s svu7 y\/*M . rADyxb£ftTViTfc«kv>c x 
_ 6 7;kn3rX , rAd^>ft;$nTViTt)«kiriC 1 _ 9 7JWU5 L ^j tl 

15 ffiSBrADyxksnT^Tt>«fciriC 1 _ 6 7;wu-»;i/fc;uj turn 

20 FU7MD7tf;K h'j^DD7W, 7°PAV^;k 7^/<;k 
ffjfS rAP^Xb^nTV^Tfe^Vi c 1 _ 6 7;i/^;kx;k^n;H tutu 
37^^<i:)^^LT^Tt)J;^ C 1 _ 6 7;k^;kXJk^n;K^J, 

25 y^;k^;k^^;k x^;kx;k*-;k 7°p t°;kx;k*- jk -rv7°ntf;i/ 

TJk^xJk 7^;kX;i/*^;k sec- ^Jk^Jk^-Jk tert-T^Jl/TJP 
y7J^O^?MiW-JW hU7;k^P^^;kX;i/^-;k X^JI/XJl/ 

*x;k 7°nh°;kxjk*x;k -f V7°nt:Jkx;k^-;k 7>jkx;k*x;k 
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4,4,4- hvyji^-o^jixjit^ju. ^>?;i^;i^-;k ^^juxji 
s h, 7°da°>75 f, 7^>75. F&^w^ns. 

buIB re^S^WbT^T&cfc^C 6M4 7'J-M+yJ rc 6 _ 
15 ^M^S^ 2-^-7^^^;i/^V> 2,2-> 5 7ai-;UX^JP^^i>, 3- 

lute riBifts*^LWTfe«J:^c 6 _ 14 7U-;i— ^jw^-iJUj \z&\t 
% rc 6 _ l4 7U-;i/-*;w? ; E'i';uj titu 7iz;w^^ 
20 -oi/, i-^-75 i ;^;w\* : &<;k 2-:h77;kfr;w^<;i/&£^W e»n 
s. 

R rfi&££WLTivrfc«fcvu 6 _ 14 7U-;i'^>'j , rg^s&wt 
14 TU-;P-*;i/A* ; e-fji/j rg^sj tvxfe, ssib rg^ss 

25 Wl/WTfeJ;^C 7 .„7 7;Wj HEWS rg^Sj <hbT«Lfct) 
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4 7U-;k gmg£WbWTfeJ;^c v _ 19 7^;k+;h g&S£*"LT 
io ViTfeckVi c 6 _ 14 7U-;i/-*;ufc;k ils^lLTHTWus^) 
l io c 1 _ 6 7;i/zi+->-c ,. 6 7» (#J> y h^->y 

T afe o T fete o T ViT t> <fc v*. 

rfi&S&^UWTfc«kV>C 6 _ 14 7U~Jkl £*5tt5 rc 6 _ 14 7U-;h 
25 <h LTH 7x~;k l-^75 1 ;k 2-i"7^;k 2— f >x-Jk 

K r«jfts^LTViTfc«kv^c 8 . 14 7U-^j fcfctts rg^gj 
MB r«S^^bxv^Tfei:ViC 7 _ J9 77;^;i/j tfctts rts^ 

SJ £bT0y^bfct><&#fflV*5ns. M«£>$tte, MZ-ttl &ViL 5 fill, 
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6 _ M 7ij-;p-*;i/^-JUj £UTte, ^>V<;k l-t7H 

iUfD^xDlH^'a tr 5 b io m.o (%Mtt1t\$ 2 ^3S;)5SrSftffi^saiS 

4- t!U ^ ; 3-7 u;i> ; 2-, 4-^fe« 5-^77 u;u ; 2-, 4- 

&1t\t5-**W))l>; l-,3-^^«4-hi7^U;b; 2 

4 _^^^/U;i,;3-^fc«4-tfU^> J ^l';3-^V^7^U^;3-<V 
20 ^U-yu^; 1,2,4-^^7^-5-^^; l.u-tWT 1 ;- 
jl / _3_^jl / ; 2-,3-,4-,5-Sfc«8-^y ; 1-, 3-,4-, 5-,6-,7 
-^fc«8-^V^7U^ ; l-,2-,3-,4-,5-.6-Sfc«7->r>KU 

JP; l-.2-,4-^fe«5 — T V-f >h*'J;H 1-, 5-3;« 6-7*5 
2-,3-*fc»5-^y^U-Jl/;2-,3-.4-.5-*fc«6-^>\/77- 

25 Jl,;2- ) 4-,5-^fc«6-^>^7yU^;l- J 2- 1 4-,5-^7c«6-^ 
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~hD, i/7 J* AD^r>{b$tlT^Tfe<j:^C 1 _ 6 7;WP> C 6 _ 14 
7U-;^+>>-C 1 _ 6 7;WK^ 7x/^y^?Ma, C,_ 6 7JU* 
^-C,. 14 7'J -;i^-C 2 _ 6 7;!/^rx;M#K ^f^7xz;Hf-A!a: a , 
An$*>ft;$nwtt>«l:^ C 3 _ 6 i/9 U7)V*)V, AnyxtsnWTfc 

;i^=^x 75 y, 75 7-c 1 _ 6 7;i/^;KFii, 7$yy5Mk 
7^yyotf;k r s. j 7 E), ^y-c 1 _ 6 7;i/^;i/7sy 
io ^f^75;,-xf;v75y, 7°atf;P7^y, ^V7 p Dtf;i/75 a ^ 

^75/^a> ^-C 1 . 6 7;W7$y (#K ^A^75A -J^)17 

$y, v^nt:;i/75/, y7*^73y, x^^y^;P75y^a, ^y 
-c 1 . 6 7»75;-c,.,7W(W, y^;v7^yy^, x^jv7 
syyepjk ^dws;^^, -f V7 p ot:Ji/7S yim ^;u7 
15 s/x^Ma, v-c 1 _ 6 7;^;P7^y-c 1 _ 6 7;^;Kfij> 

75/^m ^xw^y^fjk ~>VDif;i/75yy5P;k >m v y° 

ay, 7v;k 7->;V7sy, 7^^v&£;^f bti^. mms<7)$: 

nW&i^C 3 .,yi'D7;i/+Jl'J , rAD^r>fb£tlWTfcJ:^ c ! 

_ 6 7;i/xi^vj , rAny>{b$nx^TfcJ:ViC 1 _ 6 7;^^^^-j , 
25 c ,. 14 7U-M^yj , rmx^Lwrfej;^ c 7 _ 19 75;t/*jM- 

r5^^L7M»^75yj <t ltd H&iB rg&a&#L-o>T&J: 
^Stttgj tsstts rasisj rMS^LWT 5 7 
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MB r7->;i/J £bTte, mtf. 5£:-C0-R\ -CO-OR 3 , -CO-NR 
5 3 R 4 , -CS-NR 3 R 4 , -SO 2 -R 3a , -SO-R 3 \ — P0(— OR 3 ) -OR 4 £7c 
te-P0 2 -R 3a K+an^OTKM^ (ii)fi&££WLWTt>J:^ 
«7K«S\ «Sl*^WlxTV^Tfej;^^*;R 3a «(i) 

R 3 £7c«R 3a T^£n3 ramS^WtT^TfeiV^tt^Sj fcfctt 

■a)C,.,7JWKmH *3Mk X5Mk yotfjk <V7°Pt:Jk 7*^ 
;k 'fV^JK sec-7*3Mk tert-7^Jk ^>3Mk ^i/frfzE) ; 

b) c 2 _ 6 7;^x;Kf!j^«, t*x;k 7U;k -ivy'a^-jw 2-7xx;i/ 

20 y^if) ; 

c) c 2 _ 6 7;k^x;K^j^«, x^fxjk 7°d/i;k£;k 2-7*5Px;k%£) ; 

d) c 3_ 6 v^D7;i/^;K^lx.^ ^d^o^, >>^D^;k ->^p^ 

25 e)c 6 _ 14 7'J-;K#J^ 7xx;K i-^-7^;k 2-^"7^;k 2-<> 
f- 

;k 2-7>7>U;k%£h ^b<fi7i^; 

I)C T . 19 75MJK^I1 'O^Jk 7xt^;k y7i-JMfik h 
U7xx;M3^k l-^^M^k 2-^"75 : -;k^^k 2,2-v7xX 
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jkx^Mk 3-7xx;k7°ak;k 4-7x-;U7^;k 5-7xx;k05Mi/ 

tm&mmi ^K^c^jMiK c 6 _ 14 7u-;k c 7 _ 19 

5 rs^$^LT^Tt>iv^«^Sj ££#3 rg^j thx\t, 
MZM, /\utf>M¥M* 7yM, 37St&a, C 1 _ 3 7;i/* 

7A AD^Mfc^ftWTfeJ;^ C j^Ti^^y, AU$*>fl;<*ftT^T 
fc«kHC ^s/mft, kHa^r-X 75 7, =£7 -C ^.TJVWS 
io SW* *^)17S.S. 7°nk°;kT3A -f V7°ak;k7 5= A 

7>;i/757^£)> v-C 1 _ 6 7;WkT57 v^^kTSA v'15 1 

;k75A v7°ok°;k7 3A v7?;k75=A x^;k*?\>k75/fc£), 
*;i^;k #;k^x ^w^e-ok ^«;WN^-r;k /\D^>ft$n 
TViTfe^v^c 1 _ 6 7;k^;i.-^i;k^x;kc 1 _ 6 7;H3^v-*;k^x;K0tj, 

15 th^ri/JDUtf-M Ih^y^M-JK' 7°n4^>#;k^XJk tert — 

B&g£WLT^Tfc«J:H C 6 _ 14 7U-;l/-*;U^-Jk Hm* 
Sr^LWrfc^n c 6 _ 14 7U-;kt 3^>-#;kfc;k fi&gS^bTV* 
Tfc«fcVi C 7 _ 19 7^;i/+;V^->-*Jl/#xjk fa^S&^TLTW6>J:Vi 

^k^k^E-Ok x7;k^;kt^-r;k^i:), i^-c 1 _ 6 7;k^;i/-*;kt 
^^OKfik S^^k&JW^-fjk yi^MJWtt'fJK x^k^^Jk* 
JW\ ,; E:< Jl/fc E) , LT V^T h cfcV^ C 6 -i 4 7 U —)]/-% ;w^< 

;k M^SWLTV^Tt)a;Vi5^^U6M*^^A -; E-r;k AD^> 

25 <t;$nwrfc«fc^ c 1 _ 6 7;k^;kx;k^x;k g&a£^ruwtt>«fctri c 
6 _i 4 7U-;kx;k^x;k 3jgi^;u7SA c 1 _ 6 7;wu-*;^x;i/^- 

c 6 _ 14 7U-j|/-#Jkfc;kt*x c 1 _ 6 7;i/n^^-^;k*'x;k^-^ 
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io 4 7U-;v-*;w^-fjuj tttit *-n-ent&fB ra&g£^Tirvr& 

15 LfcfcojWBii&ns. 

s^WbTv^rfei;^c 6 _ 14 7U-;p-*^#n;i/j itxii ^-n^nta 

|3 ra&g£Wl'TVvt'b«fctr*5fcV>l> 7MMSfc7^/J fcfcttS ^fi 

* rc 6 _ 14 7U-;^^->-*^*-^J tutu ^j^^7x-;i/^-^r^ 
fc&^tfens. 
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£>ns 0 

tufa rg^g^bT^Tt)<t^5^^b6M»s*;^-^j £W 

5 -n^y-r;k 2-7V-f;k 3-7V-r;k 2-7n-r;k 3-7D-Ok ^ 
jk*u/;fr;kfc;k k°^u>v#;kfc;k tfo»j>>>-i— r;kfr;kfc 

its r5^^b6mii^^;w\^<;vj turn #]7Lkf> ^Jkftu/*^ 
io A^-;k twjsvfcjwr&'fjk 2- tftivW* ;un^-r;k 

)Vj3)vn^)Vs 4-tfu^;k*;L'A ; &-r;k 2-^x-;k*;w\* ; £'i';k 3- 

tulB rg^^bT^Tfecb^c 6 _ 14 7U-;kx;kfcjk £&tts rc 
6 _ 14 7U-;kx;k^-;k £Lt«> 7x-;k^;i^*-;k 1-^- 
15 7?;kxjk7iNn;k 2-^73 L Jk*Ji/*— £>ft5. 

rc 6 _ 14 7U-;!/-*;i/^x;k^4 i ^j tun 0S;t£, 
;k^x 1-^7 MJkt*-x 2-^7 ens. 

20 tws rc 6 _ 14 7U-;i^-*;!/A <; &-r;^^^j tLTS, 71. 
nji/* ;w\ ,; E-r ;k^-^ ~x ^-7^;^ ^e-t ;k** mmvf s ns . 

WfBL7tr«^S^^LT^Tfect^C 5 _ 14 7U-;i/^>--^;k^ri;h , > 
mS^WbTViTfe^VU^^LSmW^^k^-Jk , rg^g^^U 

£^c 6 _ J4 7U-;!/7jk*x;ki , rg^s^wbT^T&j;^ c 6 _ 14 7U 
-;u-*;k^n;^+'>j > rg^g^bT^T ; feJ;^C 6 _ J4 7 1 J-;i/- 
^WN^-'Okf^vJ c&tts riMj fcLTte, tfffB rgmS^WLT 
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R 3 £/cteR 3a T^£n3 re&g£WLWT&«fcV*ffi£S!tSj ££#3 

SUKT^SSJinS 1 ^fdi2la &V>b4»^xPllH 1 £<aif 5&V>L 
HMCmgt 2gt£fc«3St5S;)&3!tSlk £?£L<te(i) ^S#sll£5i, (ii)5 

3Hf&n<5. mfcmzte, ft7i>, y^x t°P-;k -^?V-;k 
\l?V-)\>, ^7i/-;k -fv^TV-Jk ^*ijV-;k -rv^tJV- 
15 jk t°uxx tr^xx t°u$xx tfu^xx i,2,4-:**+j-xr*/- 

;k 1, 3, l-t^yT 1 /-^. 1,2, 4-5P7 y'7V-Jk 1,3,4-^7X77 

-;k 7^ifx ^>';f*7i>, ^> ( /77X ^>x-r^v-;k 

'OX#*-!JV-;k ^> 4 /?77-;k ^>X^75 : 7 , /-Jk t7h[2J 

-biwxx 7i;w^x -t*>K-;k -rv-r>H-;k m— < 

20 >^7-;k y>J>, 4H-3VUXX -fV^/'JX +7'JX 

x ±75p'jxx ^y^itux 4^/ux -»;'Jx #;k>\V-;k 

j3-#;k*;UX 7xt>h'JyX 7^UXX 7xty>7i/f7y 
X 7x7Wk 7^KS Kfc£©^#i£&5iiSt, -£fc«;ifte>0Si($? 
3; L < # 1 0? £ L < « 1 2 fa) ^ 

r5^^L/ 10*#^««^J tlTH 0tJ*fcf, 2-^fc«3-hTPU 
X IfPUXX 2-££«3-<'5^Vyx 2-^lfyUX W/U 
X>, 2-Sfctt3-kr7yjX kf^/UXX 2-^7VUX t°^ux>. 
tf^XX AW^fl/WSX ^;k*'J"X ^^JftU 
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#1*.^ 2-*fctt3-^X3i;i/ ; 2-,3-^fc^4-lfUv;i'; 2-££«3 
- 7 U )V ; 2 - , 4 - £ fctt 5 - 5^7 V U ;l> ;. 2 - , 4 - £fz\$ 5 - U )V ; 

10' l-3-£fcte4-t°^/UJl/; 2-¥yz?~)l ; 2-,' 4-*fctt 5- t!y 55? 
' l-,2-Sfc«3-hfDU;i/ ; 1 -, 2- ££«4— f 5^7U^ ; 3-* 

7cte4-ff U^-^ ; S-fvWJ^ ; 3— fy^-b-VU^ ; 1,2,4- 
7 - 5 - -f ;U ; 1 , 2 , 4 - *=Hf v 7 - 3 - -f ;U ; 2 - , 3 - , 4 
-,S-1ZiZ\-tl-*SV)V ; 1-.3-, 4-,5-,6-,7-3;fcte8-< V4 1 / U 

15 )V; l-,2-,3-,4-,5-,6-^7c:«7-<>H'j;i/; 1 -, 2-, 4-£fc& 5- 
-fV-f>H I JJl/;l-,5-^cS6-7^7y-;i';2- > 3-^5-4 : y* 
U->J-;i/;2-,3-,4-,5-i;£te 6-^>7:7 ; 2-, 3-, 4-, 5- £fc 

«6-^>^X-Jl/; 2-,i-,S-&1t\*S-1>V l ?7VV)V; 1-.2-.4 
- , 5 - £ fc 6 - ^ >X-f 5 WJ Jl/fc if CD^fi&t^giS ; fck 1 - , 2 

20 -^fc^3-hfPU^x;i^ ; l- 2-4-Sfcli5-1'S^V , Jy^ ; 2-* 

fcf±4-<a^/u-;u ; 2-,3-£&f±4-tr5i/y vxji/ ; tr^u^y ;2 
25 & rfi^a^bT^Tt)=};^»S«j \zm% rtllj ^LTte, 
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R 4 T5K£ns rc,_ 6 7;wuj tLx\$, mx.\i. *?\>k x?;k 7 
□ t°;k -rv^'o t!;K ?>;k -fV7*3Mk sec-y^k tert-7*^;k 

& r7*>;ki tt, $?£L<fct *;k$;k ^k^^Ok a 

c 1 _ 6 7;i/3^'>-*;ufc;K^tj, * h^>#;kK-;k ih^y*M- 

. ;k yD/Jf+y)!3;^-Jk tert-y h^->#;!/fcj|/&<i:K fi^S£WL 

20 TvsTfe«t^c 6 _ 14 7'j-;i'-*;^^ (flu ^> 4 /-r;k. 1-^-7 h-r 
-;k 2-^7^k^^#;i^x;i.&£) > g&g£WLwr&«fc^c 7 

;KR ^^kfr^At-Ok x;p;k*;ki^;k%£K b-c 1 _ 6 7;wi' 
-^k^-oKfiK vt^jufiMtt-iJis, ^x^;i/#;k\'t-r;k x^;w 
^^;k^;k^-r;k^a, ilMfbt^Tfe^^c 6 _ 14 7U-;i^-77 
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j v-)viDvn^i , Apy>{b$nTVixt>«tv5C 1 _ 6 7;w^ 

TU-^XJUte^ (09, 7x-;PXJkfc^<H) &£T&£o 

S3 rg&g^bwcb.tv* 5ft^b7M»gt$7S/j Cfctts rg 

rgiftSswLT^T'bckVic 6 _ 14 7U-;i/^v-#;i^;i/j , 
ma€^rLT^Tfecfct/ic 7 _ l9 77;^^^v-*^^->ii/j , rg&g 

xh^^mmmmtDw^-ou] , rg&s£*rLwt*>«fcv>c 6 _ 14 

rg&2£*WLWTt>«fc^ c 6 _ 14 7U-;i--*;PA ,; E<;i/j <hLTte, 
!0IB r7->;i/7^yj tixtt tfjis r7->;i/j x i 7^v^u 2 ® 

«$nfc75/7^WbtU frs;b<«> 5?;: -NR 5 -C0R 6 , -NR 5 -C00R 
6a , -NR 5 -S0 2 R 6 \ -NR 5 -CONR 6 a R 6t \ — P0(— OR 5 ) -OR 6 
-P0 2 -R 6 C^4". R 6 tt2MSiirp£fcttC lr6 7)l/*r)l ; R 6 tiitfte R 3 
IPJjftSI ; R 6a «ffff3 R 3j ^f| ; R 6b «R 4 iiWJM^^f 3 T*g|£ft.g>7 
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4-y h^v7x~;v#;i^it5 K&<H) > n- 
(iKistLT^TWuc 6 _ 14 7U-;p-*;^^w -N-C 1 _ 6 7 
;^;V75/ (#K h^->^>^/<;u-N-^^;u75y^a , 

15 y*»t5 F^i'), fi&g£Wl/TVvrfc«fc^C 6 _ 14 7U-;l'757 
^;i/fc;i/75 7 (09, 7x-;u7$y^;u^^75/75:a , APy> 
-fcSttTvvc&.fctri c 1 _ 6 7;^;i/7;^-;P7$ / (R ^^jvxjit^jv 

if), fiMS^WL,T^TfeJ;^c 6 _ 14 7U-;i-x;^n;i/75y (#k 4 

tn- (tt&a&wLwrt>«fc^ c 6 _ 14 7U-^-#;i/fc;w -n-c 
1 _ 6 7;i/^75yj , rtiMtLT^Tfecj;^c 7 . 19 77^-* 

25 Kj, ra^S<£WUT^Tfe«t^C 6 _ 14 7U-JP75y*;P^-;i/75 7j 

*5«ktx re^*£WbWT&=t^c 6 _ 14 7U-;i/7;^^7^yj iz& 
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QMS, ^S^SHiRl-T^oTfe^-DT^T^ctVio 

^i/^tff>n, £?£b<&, ^:-0-C0R\ -0-COOR\ -0-CONHR 
5- 7 , -P0(0H)-OR 7 ££«-P0 2 -R 7 CiW. R 7 «|fjfBR 3 £I3M£^ 

10 -ov-x^s, 4-^ Y^y^y^^m^-'yUE), )\u^y\t^nx^xh 
Tt><k^c 6 _ 14 7U-;i/-^;w N ? ; E-i';^^>'(fy, yy.~)Vts)\^A^)V 

25 

m&mz^LT^Tb£^$t^L7 m^mmmmnmi thx 

it. 5-yt Pu-l.S-ttW'-JV-Z-'OV* 4,5-^tHP- 

1 , 3 - ^7 - Jk 4, 5 - V t H □ - 1 H - 2 - -f $ ^ 7 U 
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rg^sj tLx\t. mti rg&g£#bT</vrt><k^5&V5L7 

ha ; C 1 _ 3 T;P4 1 U>v^-> (Jf*L<tt^^l^>^f ->^:<i;) ; AD 

y>{b$nTViTt>«k^c 1 _ 6 7^+;i' ($?£b<te> *=?)w x^;k yp 
k h □ * -> ^ 3\^fc <h* ) ; a □ 4* Xfc £ ftT v >t «fc ^ c 3 _ 6 -> 2 p 7; WU 
7^3^v (£?£U<ta, *h^v\ Xb^>&£) ;AO^f>fb£ftW 

4-* h+y^>yM+>, Z- tV^yOVfrttzs, 4-7 

20 ;u^n^>v;i/^->, 4-j*5^^*^>^;m-3 i ->, 4-x?;i^>> ? 

<tt7x"M4 : ya<!:) ; 75/ ; ^E/-C 1 _ 6 7;Wl^75 7 ($?£L< 
tt, pWl^TS/fct*) ; ^-C 1 _ 6 7;t^^;i/757 (jS?£L<te> ^pwp 
75/&<*;) ; fJIISf bt^tfei<, ^>^>S8£*l&£LWTfc«J: 
25 H 5 fc^L 7M»§t#:75/ (jf*L<« l,3-^+V-l,3-vt h*P-2 

g&g£WbTtr?Tfc<J;H 5 fctr> L 7 M^T^^I^S b < 4, 5 

-yh KD-i,3-^-^-tf7-;i/-2--f;i/^<H) ; ; *;^+'> ; 

fiSis*wu*cviTfe«j;^c 6 _ 14 7>j-^-*;i/fc;u (£?£L<«^>7 
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^^m^^A^-r^ (00, 2 - tf u zf-frtijytt'Ui'* 2-*/v~ 

. 6 7Ji/W-AMW5F (#£b<teX77i^;M^it5 b\ hU7;i/ 

^"D/ * F & £) ; ffi^S b WT & J: V> C 6 _ x 4 7 U - 

S£WbT^Tt)£^c 7 _ 19 77;i/^;v-#;i^^i^ F ($?£b<»^> 
vMU:&Jl/#*-tf-s Kfc£) ; KlftS^bT^-r'bJ;v^SUj«[*ll-*;i/ 
H(jf^b<tt^>V5 L ^"7x>-2 F&£) ; 

n- (SjftS£^bTiriTfe«fc^iC 6 _ 14 7U-;i'-jt7;i'jK-jw -n-c^ 
is 6 7;^ji^75y ($?£b<«N-4-7 h+>'^>y<;i/-N-/?;u75 

7fc£) ; «jftS*WbTV>Tt>«fcViC 6 _ 14 7U-JU75 7*;P#-;P75 
7 (ff*b<tt7x-;i/75 75t7;^-;i'75 7^i*) ;SiftS*WbT^ 
Tt>«kVs C 6 _ 14 7U-;^;^^757 (#£b<ti4-* h^->7x" 
;^;^-;U75 7»i:) ; f»tLT^tfecJ;^C 6 _ 14 7U-;]/-# 

25 ^DD7xZJk /^7l^, 7h^->7x~;l/) tS.E%ftffi2M&& 

Ar US, $f^b<«, AD^>Jpf (0?i:b<«7';/3i, J^SI, ; 
rhDiC^j/Ml^yy^v (0£b<«^l/>^:t^>&i:) ;A 
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nk°;k hV7)Vjru^)V&E) ; k Ko^v-C ...TMJl' (ff£b< 
tt, tFD*v;>Wk$:£) ; An^M^nt^TfeJ;^ C 3 _ 6 ^ □ 7;P 

ViTfeJ:^ C 1 _ 6 7;W^^(»^K^ *7)V?*1zE) ; k Kn*v- ; 
+ 4-/ h^^^Jk^^X 3 h=^>^>v;k^>\ 4-7 

jki-n^xxkt^x 4-y^k^^>x>k>r^5A 4-x^;^>v 
io ; ilSMU^T fei ^C 6 _ 14 7 u-;k**5/ (Iff £b 

<ii7i-M^->aa ; 75/ ; ^y-c 1 _ 6 7;i/^;v7 = y (£?£b< 

V> 5 ftt^b 7 Mt&fD^7 5 / ($? £b< £ 1, 3-y^V-U-yt Kn-2 

15 H-<v^>H-;u-2-^;k y^kti^u^A t+v^Uy^a ; 

fiftS£Wl/WCt>«fcH 5 &V>b7M#7f«»*tS (£?£b<«4,5 
-yk HD-l,3-^-^7*";i/-2--f^^) ; ^;k5;P ; *Mf-> ; 

fi&S£Wuwrt>«J:v> c 6 _ 14 7u^;p-tj^#-;i/ (^t<^>y 
-r;i/fc£) ;fims^WbTOTfc<t^c 6 _ 14 7U-;p-*;wtti';i/ «?' 

20 ^L<tt7x^;W\'^-fJk 4-^h^->7xiMJW^;K 3, 
Y^rlyy )VUE) ; g&S^W bWTfecfcV^ 

.#UEffi*S!*;uA ; E>f;p 2 tiling ;k 
jk^k^i^kka ; c 1 _ 6 7;^+v-*;^-;K»^K ^ 

25 . 6 7m-*MW5 bM#£b<«;Wkfr;k^1ta 

^-D^fMJ^^S K&<?£) ; ft^S£WbWTfc£^C 6 _ 14 7U-- 

x-;i/*;u^++h$ h\ 4-y h^->7x-^7j;^^it5 K^^') ; 
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N- (SSlll^bWTfeiViCg.j^U-^-^^-JW -N-C,_ 

J (Jf ^ t< tt7 x $ / *J^-il'7 5 / i') ;S&S£^LW 
T%±VU 6 _ 14 7U-;U7Ul^~;l/75/ ($J£L<fi4-.* h^v7x~ 
Ji/7Jl/*-Jl/75/ft£) ; fijfc££^UTV>Tfc«fcV> C 6 _ 14 7 U 
;kfc;ki-^:> (^^L< «4 h^^>y<;v^v^<i:) ; 

-2-tf'JvJP) , 7x-Jl/-7UJV (ff^b<tt5-7xn;i/-2-7U 

;W , 7x-;k^vW^ (^L<«3-7x=;MvtW 
15 v-jv-s — r;w > y7i^-tw-Ji/ ($?£b<«2, 4-^7 

«4- (4-tfU^W 7x^W * 7x-;i/-tfl)5v~;i/ (£?£L<« 
2-7x^;|/-5-t:'J5> ? n;W , ^> 1 /77^-7x-^ (#£L< 
tt4- (2 -^>V7 7-;W 7x^JW , 7'JiP-7x-;P (£?£L<te 

20 4- (2-7UJW 7xn;p) -efe^c 

a4 7U-;P (ffil<tt7x^, 7MD7X-J1/, 7PP7x~;K ^ 

25 v-;k i, 3 -s?:**if-jvfc£fcW£>n5. 

(1) J\n>f>%=? (lf^L<H77^ jyi&<!:) , Apy>{b$ 
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&^L3f@WLXt^Xt><£^7x-;k ¥7x.-V)V (^UH4-D 
x-U;W Sfett7x-;i/-tfU^ (ffSL<«6-7x-;l/-3-h:Uv 
5 ;k 5-7x-Jl/-2-h°U ; 

(2) Bm* [fftKSAn^r>If (£r£L<te7y|i, > 
AD^Mfc^nTViTfe^ViC ,. a 7MJl/ (£?£b<te, *?)Vfc2i) 

r^ADy>{b$nT^Tt)«k^ c ^t^^x*?*^ * h 

#&gtf*l<S l&^b3iS©B$S]£WbWTfeJ;(^ 6 _ 14 7U-;Kff 
10 iL<»7i-Jk 7MD7I-JK i?D07i^K *^J]/7x—Jk 

x&^OTXTKStiS r£it©n« l fcv>b 6 cdx^-^-j ttt, £ 

-~>^o^>^l/>^M«^2fi> l, 3 -v^n^>^-l/>©JH : Fi:?r 

31B'£l/rgc*.5. 
r£g(cDi^f&i&^L6©7^-it-j tbTH »«-o-> -s-, 
20 -co-, -so-, -so 2 -, — nr 8 — (R 8 «7KmilT, Anyxbsnxv* 
Tfei^ c !_ 6 7;Wk Aoy>{b$nxviTfe«t^ c ..jm-A^ 

25 awfsfta. 

zlcitn rApyxb^tix^xfcck^ c 1 _ 5 7ju^;i/j tbtn sufB ra 
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(DC i _i7)V*U>Wx.& -CH 2 -, -(CH 2 ) 2 - v -(CH a ) 8 -, - (CH 2 ) 
4 -, -(CH 2 ) S -, -(CH 2 ) e -, -CH(CH S )-, -C(CH 3 ) 2 -. -CH(CF 3 ) 
-, -(CHCCH 3 )) 2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 

10 3 ) 2 -ft£); 

(2)C 2 _ 6 7)V5-- U -CH=CH-, -CH 2 -CH=CH-, -CH 2 -CF 
=CH-, -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -&£) ; 
•(3)C,. 6 7^U>(«^H -C=C-, -CH 2 -C=C-. -CH 2 ~C=C- 

15 CH 2 -CH 2 -&£) fc&&^tf6>n*. 

'2«^W£>n5 0 JUfcfclfcLTfcJU fllAtfl, 2 -->7P^>9^> ; 
1, 3-S/^7P^>^L/> ; 1, 2-y/?D'\+yU>; 1, 3->^da 
20. ^>1/>;1, 4-y^DA^>k>; 1, 2 P^\^l/> ; 1 , 3 
-->/7p/\7>V> ; l, 4-v^P^\7^V> ; 3 - y^U^t>- 1, 
4— fU>; 3-->?P'vHl>-l, 2-<l/>;2, 5-y^D^1t 
yl>-l, 4— f l/>&£^W£>nSo ^TfeC s . 8 y^nm^> 

25 

L<&-0-, -S-, -co-, -SO-, -S0 2 -, -NR 8 — (R 8 tefiJf2<hlR] 
' S S fins 1 fctr>L 3{|1^£>&5 2 0ST?*5. 
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(DC ^.TJV^-Uym^ -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 
4 -, -(CH 2 ) 5 -, ~(CH 2 ) 6 -, -CHCH 3 ~s -C(CH 3 ) 2 -, -(CH(CH 3 )) 
2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -> -(CH 2 ) 3 C(CH 3 ) 2 -fc£) ; 
5 (2)C 2 _ 6 7)V f T-V>{&mt. -CH=CH-, -CH 2 -CH=CH-, -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-, -CH=CH- 
CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -fc£) ; 

(3)C 2 . 6 7J^I/Xm(l -C=C~, -CH 2 -C=C-, -CH 2 -C=C- 
CH 2 -CH 2 -£<i:) ; 
10 (4) -(CH 2 ) wl O(CH 2 ) w2 -, -(CH 2 ) wl S(CH 2 ) w2 -, 

-(CH 2 ) wl C0(CH 2 ) w2 -, - (CH 2 ) wl SO(CH 2 ) w2 — . . 

-(CH 2 ) wl S0 2 (CH 2 ) w2 -, -(CH 2 ) wl NR 8 (CH 2 ) w2 - ; 

(5) -(CH 2 ) w3 CONR 8 (CH 2 ) w4 -, - (CH 2 ) w3 NR 8 CO(CH 2 ) w4 -, 
-(CH 2 ) w3 SO 2 NR 8 (CH 2 ) w4 -, -(CH 2 ) w3 NR 8 S0 2 (CH 2 ) w4 -, 

15 -(CH 2 ) w3 COO(CH 2 ) w4 -, -(CH 2 ) w3 0CO(CH 2 ) w4 - ; 

(6) -(CH 2 ) w5 NR 8 CONR 8b (CH 2 ) w6 - ; 

^Owl+w2-*«OfeViL5* ;w3*50:(^w4ttO3S:VJt4©SEJS[*, • 
frOw3 + w4/^0&^L4£ ; w5&£#w6 U 0 3 0g$fc§\ ^ w5 + 

20 w6#0&V>L3£^T) fc£j&3gtfSft5. 

<«-(CH 2 ) W1 0(CH 2 ) w2 -, -CONR 8 -, -NR 8 CO- (IB^ttMfBtl^iS 
, -0C0-, ~C00-7S:<i:Tra5§c &jO>Tft>, -CONH-, -NHCO-, 
- COO - & E ifiB £ L < , £ B - COM - £ - COO - £ L H . 

<ttC 1 _ 3 7;^V-X^IA^ -CH 2 -, -(CH 2 ) 2 -, — (CH 2 ) 3 — 7^<H), 
-(CH 2 ) w3 CONH(CH 2 ) w4 -, -(CH 2 ) w3 COO(CH 2 ) w4 - (fe^teMBchM 

(CH 2 ) 2 -, — (CH 2 ) 3 U*. 
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^Stttgj fcfctts rgg^gj o^WJtl/T^bfcfe^fflv^ns. 

3 S^)^«^7K*^fc^ 10 Mffi^^^S^^^**- 

*yu>, 7^^x «^us>x ^7*u>> 

, JX ^>H-;i;^ ( HT"feD, fcfrTffc^^VX ^yu>^^'ff^b 
vs. 

Ar #£$?2;L<«^/ U>£fc«^7^>-e&3o 

- ^-xf, ratftSSWUT^Tfei^c^aT^^j lews rc^gj 
;wki tisT\*. mw£* x ^k 7°Dif;k -fV7°nt:;k 7 

^;k -fV7*3Mk sec-rWk tert-^k ^>^;k M^Ufc^ 

IjtfBW. WtfcpWk x^;k 7°ptf;k ^v^DmiW 
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fc^ftwr^ £^ c j.gTjUi^v, AD^Wb^nTv^Tfecfc^ c j.j 
j^ji/ft, tFn^-x 75 y, ^y-c ^^MMKray 
5 75/, x?;P7=-y, 7°atf^7$y, -Yv^ntr^rsy, 7*»75 

v7°Dtf^75 a y7W$y> x^y5P;i/72- y 
c t.jTW-^M^K c 1 _ 6 7;k3^->-*;^x;Kf!i, y h^v 

y^^un^-ok yifjw^/^-fJk x5^M^k*;i/A*t-f;k& 
15 y, AP^Mt:$nT^Tt)=fc^c 1 _ 6 7;WP-^;i/^it= h\ Ci.,7 

7;k^x;^x;i/7ay (#1, y^;kx;kkx;k7^y, x^k^ji^xju 

7==yfc«H), C^jm-AJI/^^M^yM, 7-feh=^X 7*D/V 

20 <;kf3r c 1 _ 6 7;i/o4 i ->-^Ji'#x;i/^>'(^, ^b+y^M 
x;i^*'>, if+y^M-M^y, ^n^^Jk^xjl/^X 7* 

h^tuitf-frttz/UZ). ^y-c 1 _ 6 7^^-7^;uA^-r;^^v 
(#l y^kfrjw^-'Ok^x i^WiPAt-fM^y^a, y-c, 
.^wu-^Ji/A^-r jM-^rXfcl, ^y^k^w^-oi^^x -/if 
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rAuy>ft;$nTViT , b < fc^ c 1 _ 6 7;i/^-#;kfc;ki , r/\p^*> 

sitvm-u, &m&Mtem~xfo-oxhmuox^xb^\ 
15 t>\zff£L<uc ^.jwesfeo, ft^xk/^k x?;k -fy^ntr 

R 1 1 R 2 «h«^T5g^ii^<htttM-r5 rfi&g£;£LTt,>Tfc J; 
20 ftfcdi>fc< tt> 1 TOg^iC^^ g&fSBs 

s<>-¥>mtifa&LXl>Xb£^ Ztz^L 10 R (ff^l/<}i3S^l8l) 

^;m%>jx ?wj>, k°^Uv>, tM^x tfDUvx 

25 ^^fl/M?X ^ttHPtfJ^yX 

f^tKP+yJX fiJtFo^v+yJx fccfctf^ftSOTfi&fnsSft 

75X08, l,2,5,fi-fh7t FDkf'J lH—f$*V-;k 4,5-vh 
KD-1H-- <5^y-;k Ho< >H-;k 1,2,3,4— rh^tK 
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fti^fet^^, t!^'JyX tf^vX tfoUvX 1,3-WJ 

->*x ih— ra^v-;x 4,5-yt kp-ih— r^v-;k 2,3-ytK 
K rB&££WLWT*>«fcv^g3!MgS§3iJ rggixj ^ lt 

(J?*L<ttC 1 _ a 7;i/+;i') StbWfeJ;^C 6 . H 7'J-JP ($? 
15 JL<tt7i-JK ^fJl/7x'jW , C 7 _ 19 7^;i/^;l/ (ffSl/<tt^> 
*?)V) > til (»*L<ttAay>K : p) SWbT^Tt>«fc^C 6 _ 14 7U 

. 1 _ 6 7;pn^i/-c i.eT^^u (£?£t<«x h+'>/^;u) , c 1 _ 6 7;i/3 
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M^illlgfi5^1tfn^^Qlf€ HBEJLk(0!la.fcf, l~4 fi) 

5 X/CgMV^/UX fh7tHa^>^/[b][l,6]t75 1 UyX fb7h 
Fp^X/MCI,?]^^ UXX rh7kFDk B| J F[4,3-g]*/ UX x 

hvtHPt°u K[3,4-g]^y y>, T^h^t Hatfu h* [3, 4-gM v ^ / u 

X xK^kKntiU H[3,4-g]^y^U>, fh7t HDh°U K [3, 4-b] 
^/WJX T^h^th'DtfU H[4,3-b][l,5]-7-7^'J^>, rb7tF 

10 otfU I* [3, 4-b] [1, 5] ±7 3^1) 5? X xh^kHDtf'J H [3, 4-g]^/'J X 
fh7tFnHU F[3,fg]7^7y>, xh^h Fpt"7 HU-d]7i?H 
X fF7t FOT-tihfy [4,5-gH73V UX -rh^t HD7.iftf/ 
[4,5-b]^yy X Th7kKn7^;[4,5-b]+;^tiJ>, ff7tF 
n 7-fc? t? / [4, 5-g] 3- 7 ^ U X r- b 7 fc H P 7 if tV [4, 5-b] [1 , 5] t 7 ^ 

15 'Jy>, f h7k FD7ft7[4,5-g]7^7-;>, 'v^ltfc: h*P:f7 b 

[2,3-d]7V'X>, ^hFD7^>y[4,5-b]+;UX xh^th'P-iS 
-7j;i/^UX fh7t HPtfU F[4,3-bH>-K--;k xf^hFPtfPP 
[3,2-gHy3VUX fF7h H P t?P P [2, 3-gM 73V UX rF7t 
FPtfU K [3, 4-b] 7^7 U v>, xh^t KPHU H [3, 4-b] 7ity>&t* 

20 ^W3ft6o fh7kFD^>y [b] [1 ) 6]7"7t c UX>75:^ 

SJ £l>Tte, WfH rg^S^UT^T i focfc^5 75:^U7MW^75 
lilSH &£L<teAPyXfc£nWTfci;^ C 1 _ 6 7J^Jl/ 

u<«^7^;w T'^, 
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S (I) X^nh^moo^s X^X 1 [XHi CONR 8 , NR 8 C0 (R 8 te 

Tt>«fc^ C ^tTfr&V-tDVtf-JV* AD^>ft£nTVvT&<k^ C ,_ 6 7 
JWWJ^-J^St) > OCOSfefctCOOfc^T] Xh%\\&m (fc£U 
5 XWCONR a\$&%m?£ftteC ^.m^SSt) Ar «A 

fete 2 WUWTfe^K > h'-Jl/^7 t c«^>X^ity-;l'T75:< ; X 1 
#C0NHT?*5£:#, ArttTJW, TJl^S'fc.fctf Any>fr!S>Stfn5 

10 ^ > W )V7 a 7 - *Fi-V U >"C& < , X 1 fr* COO T'& 3 <h £ Ar 1 &8mS£ 
WbT^TfectV^«ST^V^ ) T&fr^ (D Xi& 

a (r) T^^ns-fb^o+^fe, x l a*coNR 8 *fc«NR 8 co (r 8 «tK 

15 t>«t^ C ^eTMJV"*^-^ APy>fc£nWTfc«fcV> C ^ 6 7)V 

% (r) x&znzikGywftmtzmtLxte, srF<Dik&®tfmf*>n 

20 -So 

4'-/7PD-N-[6-[(N, N-^^^75 7)^^W-2-^7^;W[l,r-t* 
4' - i; D D-N- [6- O U y ^JM f JW -2-t 7 ^JW [U'-t'7i- 

25 4' -7 □ n-N-[6-o-tf > ? -;p^^;w-2-^-7^;h [i, r -t'7 x - 

N-(4-7*D ; E7xr:;W-6-[(^^5 : -;P7^y)y5 1 ;W-2-^7 h 7 5 K ; 
N- (4'- 7 P P [1 , V- M 7I-JW -4-< ;W -6- [ (N, N-^* ^)V7 ^J)^ 

;H-2-^-7h75H; 
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4' -tf P U -N- [2- [ (N, N-S? * 5^7 S J ) J* -6-^ J U -JW [1 , 1 ' - M 
7x-;W-4-#;i^=H^ H ; 

4' - 7 ;m- n-N- [2- (l- tfp u v - -6-+ / 'J [i,i'-k'7i 

5 4' -7 p p-N-[2-(l-tf P u v~;m^;w-6-^/ U-^J [1, 1' -tf 7x~ 
;W-4-#;t^=Hf-s K ; 
4' - 7;kt p-N- [2- (I- fcf ^ »J 5 1 ; W -6-+ / 'J ~;W [1 , 1' - tf 7 x 

4' -7 o a -N- [2- (1 - tf * U v^Jl/ * -6-* / U [l , 1 ' - tf 7 x r. 
10 ;W-4-*;paJ?^u-s h* ; 

6-(4-7MD7x-iW -N- [6- (1- tf. P U JM ^;W-2-^7^;W - 3 5^ 

6- (4-7 □ n 7 x -N- [6- (1- tf D U i?-)V * J-) V) -2-T 7 ^ M - 3 ^ > 
75 H ; 

15 6- (4-* 7 x n;W -N- [6- (1 - tf P U y-JV 7 W -2-j- 7 ? ;M - 3 > 
75 F ; 

6- (4-7 P 7 x ~ )V> -N- [6-[(y^W = ;)^ 3^ W -2-± 7 W - P 

6- (4-^ D P 7 x - ;W -N- [6- [ 9^7 5 J ) ;* 5^] -2-^* 7 ?\> W np ^ 
20 >75 H ; 

6- (4-* ^;V7 x P. )V) -N- [6- [ ( v 5 * 3^1/7 5 7 ) * 5^] -2-^7 ~P ^ 
>75H; 

4- (4-7 JW^- O 7 x - )V) - N- [6- (1 - tf P U V-)V*?-)V) -2-± 7 -1 - If 
25 4-(4-^h^y7x'JW- N-[6-(l-tfP'J v-Jl/^^JW-2-^7^JW-l-tf 
4- (4-^3MU7 xPJW - N- [6- (1- tf P U v-JM 3MW -2-± 73MH -1- tf ^ 
4- (4- * xP.;U) - N- [6- [ {V*?)V7 5/)^ -l-fl^M-X - tf 



WO (11/82925 



48 



PCT/JP0 1/036 14 



6- (4-7 a 7x-iW -N- [2- (1-fcfP U i?=.)V* fft) -6-* 7 U - JW - 3 

6-(Haa7i -Jl/) -N- [2- (1- tf a U - ;M -6-+ 7 'J =f 
5 >7SF; 

6-(4-7M07x -;W -N- [2-[(v^^75 7)/ W - 6-+ / U - J W - 
□ 5P>7=-K; 

6-(hdd7 x-;w -N- [2- [ ( v pwi/t s;)^ -6-^ y u - n 

io 4-(4-7MD7x-JW + [2-(l-lfa'Jy-;MfJW-6-^y U-JW-l- 

4- (4-7 a P 7 x-JW -N-[2- (1- 1: □ U V^Vt^M -6-+ / U -1- tf 

4-(4-7J^n7i^W -N- [2- [ ( * 5 / ) * 5P; W -6-+ 7 >J ~ ; W - 
is i-lf^U> ? >*^^5 K ; 

4- (4-7 d n 7 x =d w -K- [2- [ * 7 5 / ) 7 5 1 ; W - 6-^ / u — 

6- (4-7 )V?f P 7 x ^; W -N- [7- (1 - M D U V-^ * 3 1 ; W -3-+ / u - ^ 
?>75 K ; 

20 6- (4-7 P P 7 x-;W -N- C7- [ (^ 3^7 5 / ) 7 W -3-* / U — ;W^P 

5P>75 K ; 

4- (4-7;P^ P 7 x ZL)V) -N- [7- (1- tf P l> v -3-+ / u -l - 

4- (4-^ p n 7 x - m -N- [7- [ ^;i/7 ^ y ) ^ -3-+ / U - JW -1 - 

25 fcWJ K ; 

4' -7 P P- N- [7- [ (y/ ^;i/7 5 / ) * 3^3 -3-* / U ~;K) [1 , 1" - f 7 x- 
;[/]-4-#;i^it5 h* ; 

4'-7;M-n- N-[7-a-krnUx:^M^w-3-*/ u^;w [i, r-t'7x- 
ju]-4-#;i^*-y-s H ; 
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5- (4-7 □ □ 7 x - ;W -N- [6- [ ( ^JV7 5/)^ 3\>W -2-^- 7 -2- t? 

5- (4- P 7 x -N- [6- (1 - fcf o U V-fr* 3~)V> -%-ir 7 3M W -2- tr 
U v>#;l^+J-2 F ; 
5 4'-7;^D-N-[6-[[4-(4-^ y 7 x - JW -1- kX U yr JH / -2- 

4'-7DD+[6-[[4-(M h^>-7x-;W-l-tf^U V-M^M-l-l- 

7?;i/]Ci,i'-t'7x-;W-4-*;i/^^5 K ; 

4'-* h*5/-N-[6-[[4-(4-* h^y7x-JW-l-H^Uy-JW^5 1 ;i']-2- 
10 ^-7^;H[l,r-h'7xn;i/]-4-^Jl/^^5 F ; 

n-[6-[[4-(4-^ h^->7x-;^)-l-hf^u> ? n;^]^^;^]-2-^7^;^]-4 , - 

V -k*7x~;W-4-#;i^1t$ F ; 
4' - 7 JV* P -N- [6- [ [4- (4- 7 Jl^ D 7 x ~ ;U) -1 - \L < U y-M * ^ W -2- 
t7^HD,r-I:7x^W-4-*M+1j-5 F ; 
15 4'-7PP-N-[6-[[4-(4-7Jl/^P7xZi;i/)-l-t 0 ^Uv^;W^^;W-2-^- 

7? 1 ;W[i,i , -ti7xr:;W-4-^;^^ii-5 F ; 

N- [6- [ [4- (4-7 □ 7 x - J W W * W -2-^~ 7 -4' - 
*F^MU'-t*7x-;W-4-#;i/^l3-5 F ; 

N- [6- [ [4- (4-7 )Vt □ 7 x - )l) -1 - tf^ U z/-)l] * -2-* 7 -4' - 
20 ^^[l,l'-t:7xn;W-4-^;i/^^it5 F ; 

4 ' - 7 d-n- [6- [ [4- (4-* <?)V 7 x - l - tf ^ u p< -2-^-' 

4' -7 PP-N-[6-[[4-(4-^^7x-;V)-l-t°^U ;* 5^1/] -2-^7 

[i, i'-h'7x-;W-4-#;p^+}-$ f ; 
25 N- [6- [ [4- (4-* 7 xr;w-i-^ U * -2-7-7^;H -4' - * 
F^rv[i,i'-ii7x-;!/.]-4-*;i/#^-y-5 F ; 

4' -^^;i/-N-[6-[[4-(4-^^7x-;W-i-tf^u *j-M -2-7-7 
^)V\ n,i , -bf7x-;W-4-*;i/3i?+*y-5 F ; 

N- [6- [ [4- (4- 1 F a * -> 7 x - M - 1- tf ^ U ;* 5 1 ; W -2-t" 7 ^; W - 
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4'-* h^ytl.r-b^izjU-^M^itS F ; 
N- [6- [ [4- (4-7 $77i -)V) -1- tf ^ U * -2-^7 -4' 

h^v[l,l'-tf7x-^]-4-^;i/7F^5 H ; 

4- f ^ v-n- [6- [ [4- (4-n h □ 7 x - ;W -l-fcf^U e^JW * J-M -2-7" 
n- [6- [[4- (4-7 □ n7x-;w-i-tf^u V-MU-M-i-l-y^M-A' 

6-(4-7M07xrjV)-N-[6-[[4-(4-^ h*v7 x-JW-l-t! v-JW 
^^;W-2-^-7?;W3in5 1 >7S H ; 
10 6-(4-^OD7x-JW-N-[6-[[4-(4-^ h=^>7 x-jW-l-tMU X 

6 _(4_^ h+->7x^W + [6-[[4-(4-^ h+y7x-;i/)-l-kX'Jy^] 
^5 L Jl/]-2-^-7?;H^=3^>7S H ; 

N-[6-[[4-(4-^h + y7x W 5>~; W * -2-^- 7 3S>w -6- 
15 (4-^fJl/7x-JW^f>75F; 

6-(4-7J^07x 31J W -N- [6- [ [4- (4- * 7 x - )V) -1 - tf ^ U S?-JW j* 

6- (4-7 O □ 7 x - ; W -N- [6- [ [4- (4- * 7 x - ;w - 1 - tf ^ U W P< 
;H-2--t7^;H-D^>75 K ; 

20 6- (4- * h * 7 x =L)V) -N- [6- [ [4- (4-^^71 -J W -1 - tf ^ U * 
^JW-2-7-75 1 ;W-Zl5 L >75 h* ; 

6- (4-^f^7x " J W -N- [6- [ [4- (4- ;* 7 x n ; W -1 - M 1 U ^-JH * ? 
;W-2-^-75 1 ;Hnn5 : ->75 h* ; 

6- (4- 7 ^ □ 7 x - ; W -N- [6- [ [4- (4- 7 JU* □ 7 x - JU) - 1 - \d ^ U v - M 
25 >WW-2-t7^W-3f>7^ h* ; 

6- (4-7 □ □ 7 x =.){,) -N- [6- [ [4- (4- 7MD7i -1 - fcf ^ U * 

N-[6-[[4-(4-7MD7x-JW-l-^ l Jy-JW^fJH-2-t75 : ;H-6- 
(4-/ h^y7x^)-D?>75 K ; 
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N- [6- [ [4- (4-7M0 7I -)V) -1-tM'J v 5 -;!/] ^ 5 1 J W -2-7" 7 - 6- 
4- (4-7 P 7 x - )V) -N- [6- [[4- (4-/ M^> 7xrjW -1 - tf K U v ~ ;W 

^^;w-2-^-7^;i']-i-k 0 ^ , J^>^;i/^^it5 h* ; 

5 4-(4-JrDP7x-;W-N-[6-[[4-(4-^ h^y7x-jW-I-k^'Jy-jW^ 
5 L ;W-2-i-75 1 ;H-l-k°^U^>*;^^-tl-5 F ; 
4- (4-* f^>7x-;W-N-[6-[[4-(4-/ h*zs7 ^-)V)-\-vm*J-M 
^^JH-2-^-7^;W-l-t!^U v>^;i/#^+i-5 F ; 
N- [6- [ [4- (4-* F * ~> 7 x - 1- bf ^ U =J~)V\ * -2-7- 7 W -4- 
io .(4-^^;i/7xn;W-l-tf^Uv>^;W^^1t5 h* ; 

4- (4-y)V* P 7 x - -N- [6- [ [4- (4-* 7 x ~M -1 - fc? < U v-J W ^ 

^;W-2-^-75 1 ;W-i-tf^u F ; 

4-(4-i?DD7 x-;U) -N- [6- [ [4- (4- J* ?)V7 x n;W -1- tf ^ U y^iW * 5f 

;w-2~^-7^;i/]-i-tf^u^>^;u^^-y-5 f ; 

15 4-(4-* h^'>7x-;i/)-N-[6-[[4-(4-^5 1 ;U7x-;i/)-l-t°^U 

5 i ;w-2-^-75 i ;i/]-i-tr^';^>*;^+it5 f ; 

4- (4-*^;U7 x^;i/)-N- [6- [ [4- (4-^ ?fr7 x.=.)V)-l- tf ^ U v-JH * 
JV]-2-7"75 i ;i']-l-^^U ^flJM^ifS F_ ; 

4- (4-7)1* □ 7 x ~ ;W -N- [6- [ [4- (4-7^^ P 7xZjW -1 - kf ^ U v ~ )V\ 

' .20 ^fJW-!-t7f JW-l-tl^'J^^^^^iJ-S K ; 

4- (4-£ P P 7 x - )V) -N- [6- [ [4- (4-7 )V* P 7 x -1 - tf^ U S J—)V\ * 
^)V\-l-i-7^-M-\-^^)Vy^)^^^ F ; 

N- [6- [ [4- (4-7MU7I ~)V) -1 - h° ^ U J W * -2-7" 7 ^; W -4- 
(4-* h^^7 x.=-)V)-\-\i^) : J>ts )Vt-^^ F ; 
• 25 N-[6-[[4-(4-7J^P7x-;i/)-I-e^'Jvn;W^-^;W-2-7-75 1 ;W-4- 
(4-^^7x-;i/)-l-ti^U v>#;i^=Mt5 F ; 

N- [6- [ [4- (4-7 P P 7 x - ; W -1 - tf ^ U ¥-)V) * -l-f 7 J-M -4- (4- 
7MD7xx;W-i-t:^iJ ^>*^t5 F ; 

4- (4-7 P P 7x-;W -N- [6- [ [4- (4-7 □ □ 7 x - 1- fcf^ U y-M ^ 5" 
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N- [6- [ [4- (4-7 O D 7 x - ;W -1- tf ^ U * ^JW -2-^ 7 ?M -4- (4- 

N- [6- [ [4- (4-7 □ P 7 x n ; U) -1 - U * "2"^ 7 _4 ~ (4 ~ 

5 ^?jl/7xrjl/)-l-ti^'Jy>^^W$ Ho 

(i) do oigtttn mm&mto)^ t> 
t-7Am> filial- mmntom. Gimtvm* m&£rz\z 

^^©7;i/*U^JS^;*^^A^ T^v7A^ ny<7A£fc£© 
15 b'JX^7-;U7S>, y^D^vH5X N,N-^>^X^U> 

20 V^7$> ^W>m, ^I>i> rXA^St, U> 

jg^r^yfSttfD^ottf-Mt^itvx^ 7;i/^x>, u-7>, 
^ en cr) «. mmm&z^Tzm^ 7)vtiv&mmM%.& 
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Mux^tt)i^= ^fc, (i) (io \t, m^&mmz 
fb^t; (i) (r) (^t, *mMk^mtmm-z>^ttfhz>) 

10 S'ftWTfccfcK 

*^HJjb-&t)^, ft^Sttft, filltt*, 

l)#S'J?ISSIf.& 

& <+)-?@5it <-)-iS5&, (+)-l-7iW75>, (-)-l-7 
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#ittT577&. m*.\ifc#!7B'?h?y7 4<DmG. ENANTI0-0VM(h-7- 
%mX\%> X^7-;K ^77°DAV-;k 7-fchxHJ;k 

h^77-f-©*^, CP-Chirasil-DeX CB(v-XJHM x>Xft£Dfc£ 

#fg93fc£«&jWiHPrt k K D * £ £ 1 . 2 SR 7 5 / £ W1" 5 »£\ Kfb 
15 . MTPA [a-* h + y-a-(h'J7Mn 

20 n j en75h , ^fc}ii7rW^77T^t^^#^n§ 0 #ss$n 

-fb'&tl (10 CD7°n K^y^te, ^^t^ltS^a^TT^^SBS 
25 $fc<fc3EJfcfc<k?Mfc£ i HJ (r) «$T&ib£'#K tab^llWCIIL 

Stc, «^^^^LT{k^t/ (r) Mfbfsib^ mmm\z^v) 

W&^izZ*&z.\sXtt&m (10 c«T-Mb-£«^5o fb-^t/ (r) 
©T'oH^y^tLm ffr&fe (r) ©7 5ys^7->;wt;. 7;wwb, 
D^b^n^b^ fb-erti (r) ©7 5yg#x-rn-tJ-/'OWk 
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7?-Mt. ^>^jU7^y^;^-;wb, (5 -t^v- 2 -**v- 1, 

Mt, tfD'JyJM» tiAD-r^+^^^Mb, ter t-7'?JV 
fb£ftfc-fb&«£] Mb£t> (T) 0zK&g#7S'JMb, 7)V*M& 0 
5 A#<fb, f3?^<fb£ft£fb£-$7 (09. ib£t/ ( I ') ©#&g#7-fe3MWb\ 
/VVS.h<XM& ^□/V'fM, fcf/tD-OUk t^>x;Hb> 

<b^ 7^-;Mb, ^^;^;ufc;i/fb$n^b^#i^a ; 

<b£ft (r) ©#jl/#*->Jl/g#x;*5\JWk 75hMb£ftfdb£t) 
-fb-nti (r) oD7j;i/^^^;i/S^x^;i/xx-7-;Hb, 7xx;i/xxx;Mb, 
10 ^i^^^wi/xxt-m^ v^^75y^^xx^;Wb, tfna-r 
ji/^v^^xxxJWb, x h^^;i/#x;i/^vx^;i/xx7;Hb, 
7^ub;i/xxx;Hb, (5-^^;u-2-^v- 1, 3-wvv> 
-4-<;i/) ^^xx7-;Hb^ v^p^^i/^v^j^xji/x^ux 

15 ^ftiHgft^o^ScioTfl;^ (r) ^essjgrs^t^T^s. 
Sfc, <b^ (r) ©7 , Dl J 7y^ jejuni 9 9 0¥W rgi&B,© 

PB^lJ £§7#;5H^ff-l 6 3M^e> 1 9 SHKSEiteftT^SckSfc, £S 
(I') «Yb-f^t)<J9T^oTfe^^ 0 

JSCIWfc£#j£LT^&n5ft;£4& (ID fc^L, (xiii) , 

(IV) > 4b£#! (Ilia) , {b£$l (IHb) > fb£t! (Illc) , -fb-^fe CI I Id) , 
CI 1 1 0 > 'fb'&t) (Iiih) > jb£ti (nii) ftitMtUffl 
25 ^Tfeilri. £©J;5&i&<hLTte, ififBLfe{b£t) (I) (10 © 

TIB© [SiiS-l ] 'fctriL [Siife7] ic£^T, TJWWfcKJfc, UQ7R 

^1^1, 75y^»> xx^WbS^ 75Ffb^ x^xjwfcsjfc. 
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13 -y 9 yryp'sal-fr ?)V-7 7°l/A°l/—>3 >X (ORGAN 
IC FUNCTIONAL GROUP PREPARATIONS) i 
2f&, 7*r5y^^a (ACADEMI C PRESS, INC.) 
5 1 9 8.9^J ; 3>yUA>y7* • t-*-^^ • h7>^7*-^->3 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

[MSI] 

j£ (I) ^^TX^-(CH 2 ) w3 CONR 8a (CH 2 ) w4 -TS^^#) (la) 
(75 KfcSJSO 

„i a 

f /»'-.. 

Ar -(CH,^— COOH -f HN-(CH z ) w4 — Ar— Y— ^ : 
(ID (III) i 

Ar' — (CH t )yf3 — CON — (CH 2 )w4 Ar Y 

(la) i \ 



15 



20 i) JK*«e^J*^Vi5^S 

*t£8l£, TOfe^iSfTS^^-frS. i&SKJ&i;, 1 1.5 m&<D 1- 

t HD^v^>7hU7y-;KH0BT)^J:^(*fc«)M^*^^L 5 %M<D 



WO 01/82925 

i 



57 



PCT/JPO 1/036 14 



i-x?;i/-3-(3-v^5 : -ji/7 = y7'Dt°jw*;^v-r = k &&£cwso 

5 r^ft^jSj ibTH, 09Afcf, xhU»M(0i:L<&7-fehxh 

io l) M^^7Jl/*'J^MSfefi7Jl/*U±S^S©7j<^kti (M, yfrmt 

HJ£A7Sb\ U^^Av-rv^Dh°Jl/75 h\ 'J^Ayy^n^y 

15 ^U^AAW^yyyyH&t') , 7Jl># U &JS£fc«7JI/ 

AU±MI©fi7;V3^yF (08. ^h'JtfA^r-^vF, ^HJ^A 
xh*vh\ #U£7A t e r t-7>*>>Kfc£) . 

2) mfcf. U ifelS fc«7^ U±^S©'*ift«l (09, *K 
<^SU^A, 7KSWt*U^A; zk^fb'J^A, zkStffcA'J #Afc£) , 

20 7;i^U&JS£fc«7;U#U±£&JS©&BSi£ (#!k &BH-MJ£A, 

* ; 

3) 011*. «, h'Jl^75>, SMV^DtfJl/X^J^SX 

25 JHE;k*UX v^^;i/75/tf'J DBU (l, 8-y7ff->^D 
(5. 4. 0] ^>x7;-7-X» , DBN (1, 5 -^71f (4. 
3. 0) 7>-5-X» &£075>2l;M;Uft:U -fa^V-Jk 

•5) o 
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#];L&'10&^L 24P$ISIT&5. 

<t£4&Kii)©Ef&ttSH£#£ i T&iriU s mmw£i;<te i ^^l- 3 as) 

is m rs«iS*WbTViTt>«k^7xy-JVj fc-fctt* ramSj tbxtt, 

^#&£8f& -hU^«^ 7^F£^ ^h>£M, 7^ 
>, £pp*;|/A&<>;W£LK 
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\t. amttfrvwk. mktiwh. mm.i-hv?&. jmiti-hvvA* 
5 w-2or^^L-5ot:, strata, 

I - / ■ 

» — N— (CH 2 ) W 4 — Ar— Y— 

| I. X R 2 .---' 
(Ilia) '.. '"""'/ 

n %> m * jKffiKSiS t # b , w * i»5& -r s ^ i ■ c «fc o si jgr s ^ t afi-v # 

is fc;K#K h=^>#;i^x;k xh4^>#;kfc;k tert-7*h^>#Ji/ 
#x;k&a, ^>w;k c 7 . 10 77;^-*^;kw, ^>v;i/# 
;i^x;i/ft£K c 7 . H 77Wt+-/-*itoK* ^>^;i/^-> 

-r;k Nj-y^wsy/^^x v-u;km. hUpWk>u;k mj 

20 X^;UvU;k v^7MI/7xXJk>U;k tert-r/^SJkv^^SJkVlUk tert 
fflVi&nS. £n*>©Ste, 1 ft^b 3{@(DADy>Jl^(fi 77l ^3H, 

25 ii»«aR^tt, ^i^.ti^«i(iiia)&, mm. m&m 
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ffl*«'fb'&t)(IIIa)^LT®^l /fe^L 100 11^ $?£L<&1 &lr>L40 

5 *t<^m^^b u*mxh%» Kfomr^misb.snmtz^L urn 
t?£ is < & i mmfc^ 1 24 p^t-& 

^tl(IIIa)^ S 

I 

W— N~(CH 2 )w4— Ar — Y — L 
(1Mb) 

HN^ 

X R 2 ..- / 

(MM) 
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LT~*2.nZ> rraSj tLX\$. m%J&FWf>MrF (#1; MM< 

;\ n nx t> £ c , _ 6 7)V*)V£lt « c t _ 6 7 * <>fc £ ^ 

io Tt>«fc^c 6 _ 10 7U-;^;i'*-^ ; ^">j o^wmtLxu. ^>iz>x 

P - h;ux>x;i/*x;kt*-x i -^7^t/>7Ji^x 

N-i/pWM^UAT^ H (DM F) > X^7-;k fc!Ue?>& 

0. 5 PtFifl&^b 1 0^5. 
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v>&£-e&3= &g<0MfcMb£ i fe(IIIb)K:ftU 0.1 fti^L 100 14, 
K» 1 &^L, 10 l*Tffe§o 

fc£4&(IIIbm#l*.fc£iS 

r 

W— N— (CH 2 ) w4 — Ar — Y-OH 
(lllh) 

5 

i&Ste, £?£b<te, ^BStfUtfA, HJtfA. h'Jx^7 
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ft£«l(IIIf)£, ^^W^Jl/yaXhU-, 35 , 

2761 (i992)^£^IB«os^*svittc:nfc!PTS£^l'#Tc:tc«koT 
©/\0^*>m ^i;^>l/<^A 0 -^~> h\ 2, 2'-T V t*X (<f V75PD 

(1 1 1 h) \t , © x 7s t-; Wfc£ *b ( 1 1 1 d) ©Stc^ K ck t) Mtu 
io t^aiaoligtl)^^!^. &7G8;£LTfcJu fa^MTC^J (00; 
7K^b*7*^hU7A^if(D7K^fb^7m^ 7K*fb7;i^~7AU ? 

(09*.«, v^r— *:f ^T^yWSXhU- 34^_ 
15 3212 (1991),' z?v — j-}\, #7* P< 5>^;^5 7 h U — , 35 , 2761 
(1992)fc£)fc«k!), N-^1M h*££g$*5££te«fc^T8ljrf S££ 

itufaft-S-fe (1 1 1 i) «, gft^a©^^ «fc t) - £ #T?£<5. 

20 Yb^4$F<IIIa> 5£ 
I 

W — N— (CH 2 )w4 Ar — R9a — CO — R9t> 

(I Mc) 

{fczK&s * , R 8b ttTK^n^ £ fc \ □ y >^ $ nx ^ t & =t v> c 2 _ s 7;^ 
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ftODC^e^MttlSj CD? 13, ^&lfcV>b5©fe©##tf£n3. 

M^WbWCfecfc^SiftSj fc&tt3fi$S£bT»b7c r/\py> 

fb^tKIHc) lfc^b 20 $?£b<tel &ViL 5 i 

;\n^>^{b7jc^M> -bV)i%mm* r^Fmm 

T/B^Tfc«k^. &^Tt>, X^y-;k ra&£#W3;bK 

mo&mmiz. asi &v>b 20 m*, sf*b<«i &v>b 5^fiT*s. 

E£i&£fck Sft-20*Cfc^L 150*0, ff£b<&20ftt^b lOO'CT&S. 

s£5#«v>b40Bm $?£b<«i fc^b24n$fuiT&&o 
n6©«-&o.oi ssfc^t ioo st^i)^ttgffiiT^5o 



{b£#/ (II Ic) «, MIB^-g-tl (I I Ih) £M©i^b£;£Kft--r £ t \z£K>m 
Sfc, {b^lb(]Ilc)tt^OXXT;Wk'&#l(nid)3&^, GrignarrdKH, 
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f 

W — N— (CH 2 )w4 ~ Ar R 9a — COO — R9" 

5 (Hid) 

f 

W— N— (CH 2 ) W 4 — Ar CH 3 

15 (I I If) 

^fQD-'fi'H, 22> 195 (1984) ft £fcBE«<Z>;£ffi) «fc Dlt5 ><b^ 

7^-;]^££m>T$!}££n& 0 
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5 

\$, 6-7 5 y -2-^-7 * >#;i^ >i^f^xxfj^ 5-7 ^ y -2-^- 7 ^ 

• l/>*M>^WXfJWl WO 98/43953 fcC<i:{3fB«©^i3cfc DM 

lylXfJH^. #|*J;£JP 06107599 fcE\Z.mM<Djjmz.£ ^0=EJ X7 <r 

-^-y^^SXh'J- 60 , 4412 (1995), *r$%)l 7 

7=-<#;V 7V^>, 35, 2698 (\m)fcii\Z.$SMl<DKJfc\Ztt'?Z.£lZ&t)M 

15 jg-rs 

If. 6-75;-2-^?MyU>[l #U7-^HX 42 , 175 (1999), 
9^~-±)V ^7* -*-%ZLy>?!rS.7. HJ-, 28, 1753 (1963),^- 
^r5*Jl/V-y-Xx'T- C 829 (1970)^£tlB«©^t>b 

±13 ft) )\s#*i'<D&m&mMfeZm^J3&} ^ : Ar ^(CH 2 ) w3 

-so 2 oh (ic+oiB-^raiB^piM^^-r) T'^^n^>7,;i/*>m, s 

fcteiS : Ar ^(CH 2 ) w3 -S00H (iS* ©S^MIB t TSl 

$n*^;u7-f ^n^n^f ^xm>75 h^#^^«7 

2] 

it (I) £:fctr*TXj&«- (CH 8 ) w3 COO (CH 2 ) w4 (lb) te, 
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Ar' — (CHJW3— COOH + HO— (CH 2 )«4 — Ar 



(ID 



(IV) 



Y — N 




Ar — (CH 2 )w3 —COO — (CH 2 ) w4 — A r — Y— N 



(lb) 




10 iHfi. £?£b<tel &^b 3 SSOJfiS©*#TtfTfenS. 

io %mi%mm* xmj;i^« tsf&m, ^h>«$, 

15 ■ zKHHt^MJ^A, &gE#'JtfA, ek^HJ^A, 7«th'J^A, 

S^iSStt. iI#-20'C&^L 50*C* If £ b< HlST'feS. a&BtMkt 
lift 5$HH£Hb 40 P#r^. $?£b<tel fc^b 18P^T$>3 0 



WO 01/82925 PCT/JP01/03614 

68 

5* (I) f-*5^TX^-(CH 2 ) wl 0(CH 2 ) w2 -T$.^^t) (Ic) tt, 

Ar'-(CH 2 ) w1 — L + HO— (CH 2 )w2 — Ar— Y— N( 

(V) (IV") • , K " 



A r 1 — (CH 2 ) w1 0 — (CH 2 ) w2 — Ar— Y— 



20 



(10 • ••. 



5 tt*m^$mvtmMm&*-?] 

fcGlfo (IV) t*9l^b5^p (Ji?3;b<tel&^b2^*) flMb^Kf 

io MUX fcfU^fc^T&S. 

il^fc-erfe (V) t:^lTSi^b5^ra^ 

APy>^«^^i§E, ^§»7&m -h'JJV« 75K«^ 

15 RhSaiSOffl^r^bTffl^TfcJ;^. fc^Tt), 7"fehxHj;k N, 
N-y^^MJVAJSF (DMF) , X^y-Jk tf-.'J^>& 

£#W£bv> 0 

E«!ffi-2 o"C&v>b loot:, £F£b<«^&i/>b8 ora 

& 0 Mz-&mo. smmtz^L i bt?^§. 



mytwKjfoT°\z, it&yiwt o.5^^b5^a(^^b<«i &^b 1.5 
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S»0fls£4&(IV*)££, 0.5fc^L5ilS($F£b<«l fc^L 1.51«)C7? 

-hU;^i«, 75h^» ^h>£i&$, 
lr>Tfc£v>. 7-khnhU;k Wuu*5>>, ^DD*Mft 

®ft5#NJfcV>L40l$Jllk $f*b<«l 18B#ngt?&S. 
10 te£^(V)«> a#&fc©#SK:«kDS&T5;:£#T#S. 
jb£tj(IV')fct S^*P©^rfe, ^Kff09838156 

15 S (I) ic:^^TX^-(CH 2 ) W 3NR 88 C0(CH 2 ) w4 --e^^<t;'&t/ (Id) 
(7 5 MfcSJfc) 

R 8a r 1 -.. 
Ar'-ttH^a— HH + H00C-(CH 2 )w4 — Ar— Y— N( 

•• V 

(VI) (VII) : 

R 83 " R l... 
*~ Ar 1 — (CH 2 ) w3 NCO (CH 2 )w4 Ar Y 

(id) \ 

^#(VII)tt, fl|*ff W09838I56 JcS2*fc0#&*3 
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mmm 5] 

£(I) ^^^TX^-(CH 2 ) w5 NHC0NR 8a (CH 2 ) w6 -TS§^-&#) (I e) 

R 8a 1 
Ar'-(CH 2 ) w5 — NH 2 + N-(CH 2 )w6 — Ar— Y-N^ : (|X) 



it^¥o(Wt 1 ft^L5^i(^L<}il 1.5^1)^ (VIII) 
10 &ScDft#T, TOte^JK^TEffiSit*. 

^Bt*UC/A, ^SI^hU^A, zKKfl^HJ^A, TKKffcfrUtfA, 

AD>r*W^W^» ~hU;^W, 75K&M, 

MF, 7-feh>, x*/-;k tJ'J^^iWSbK 
20 SJfci&gfc, 2 0"C&^L1 0 O"C,0Fg;L<«gi&fc^L8 0"C 

T&£o Sftfl^WWU 0jU.fcf#«jO. 5^l8!fi:Hl/l 0T*5. 



(VIII) 




Ar 



(CH 2 )w5 NHCON — (CH,) yi6 Ar — Y— N 




(le) 
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(VII I) &£(MK%to (IX) \t. g#&fcl<Z>#S£«fc 0 KiiTS - 

5 ^ ( i) ic^^TAr ^m^m^Lx^xh^mm^wmm (Ar 2 

-Ar 3 ) r&Zfc&yi (I f) M^fffl27U-;^y7 p U>^S>SfC 

Ar 2 — B — L* + L— Ar— X— Ar— Y— n' : (xl ) 



Ar— Ar 3 — X — Ar— Y— '■ (if) 

io [5*;*, Ar 2 £J;tf Ar 3 te, ^^niM^bWTt)i;l#f Sff 

Ar 2 £J;tf Ar 3 /$S, £ &};ifi&S£^LT^Tfc £^7 x-;VT& D , Ar 2 

7'J-;P*y^U>^SlStt, §#&*n©>^ 0!la.fc?, 72* 
20 7#>v^fc*7 (Acta. Cheniica Scandinavia) , 2 2 1 - 2 3 0I> 199 

^tl(X) t 1 &V>b3ii;($?£L<W:l fc^l, 1.5 ^*)©{b^tl(XI) 
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r&sj (DfeRimz, mjLfflt&va (xi) mifc^bi o^m 

5 T&&„ 

7i-M^7^f» nvWJ* (0) , HSI/^^A. h*7i (hU7x 
A^v^A (I I) i?DUh\ A5v7A-mJ|&£:;^ 
10 ^fe>n5o K r->y^r;i^^j tLT«, M*J£ fh^X (HJ7x~ 

;|/4nX7^» -«/$-;!/ (o) &£^we>nSo 
M r2&&jg&&j <3€/B*te, (XI) fcfcfbx, *?j o . o l&n 

SISIH gi&&tr>L 1 5 0t, ff^L<TO8 CC^lrsL 1 5 0*CX 
15 £fSW!te> M*.fcf#Jl&ir>U4 8i^raif*S. 

<k£%j (I) tf)?l3, ik^m (10 tt, OT© [®ig^7] iciotfeS 

25 [IM7] 

(10 it. Ar'-H (XII) 
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L— X— Ar— Y— N( (xiii) 



5 ib^fei (xii) *«fctwb^% (xiii) tjaat-r-s;: 
■i v ycm y -;k ter i-zf#; EifiR ^ £ti3 0 

MB {3smim®%\ tbT«. M;L&\ ^>izX hJHX *vk>, 

HUI3 K&Jg&J <hL.T«, 0t|*-f£ N,N-v*5P;i/*JPA7^ K(DMF), 
N,N-v*?Mk7-feh75 H\ N-*^;PlfPU K>fc£#jfi^£tt5. 
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5 Kfo, 7$;<kRfe* x^TJWbs^ 7U-;kty7°u >7*s^> 

7s.;<D&m&£isX&. mm* tVT&mLtz7^ym<D®m£&m^ 

jk 7°ntfjk -rv7°nt:;k 7*?;k tert-T^fta, c 7 _ xl 7^;i/^ 
is ;Kfii, ^>>wfc£). 7i^jk hu^Jk ~>u;km, hj ^?;k>u;k 
hux^;i/vu;k v^?;i/7xx;kvu;k tert-7^;kv/^;kvUJk 

20 # * ~> * fc ttn h P 75: E Tg#l $ tlT ^ T t> J: V > e 

hFo+yOriStUTtt, #JA«> C 1 _ 6 7;WK^J, ^^k X3=- 
Jk 7°Pt°;k -<V7°Pt:Jk 7*^Jk tert-7*3Mkft£K 7x~Jk h 'J 

5Mk c 7 . 10 77W» ^>yMi')> *;ks;k c 1 _ 6 7;k^;p-^ 
Jl^-JK#1, 7-tr^;k -?u\ijr-)Vt&E). ^>.7WJk c 7 _ 10 75Jk*- 
25 ji/-#Jk£xjK#K ^>vJkfrJi/fcjk%<i:K Fntf^njk 

Z-Th7k b'D7^x;k <>'J;K0j\ MJ;Wk>UJk bUX5fJk>U 
Jk v^^;k7x-;kVU;l/, tert-T^vpWk^J Jk tert-^Jl/ 
yXfJky'JMi*)- C 2 _ 8 7;!/£-x;K0iJ, 
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^f)V—'f7, <> jr—fl—vP ->>-fe->X (Protective Groups in Organic 
Synthesis), John Wiley and Sons fij(1980) fcfflSfcC^&fccEffciptfTfTa 

15 

20. il/T*©Ig©I^ilt^SnTfeJ:H. 

HtlfcMCH MCH (c^s-r^, 

Hi □ <fc UK rt&frii \z f& ftX V >3 . 

^EJI/^s/K 7lr^ hU/S?, 7^ 7*^, tfJU, tb&£H;:MU 
MCH ^BT^B©W-^ra^<H<hbT^±tcK4$n^o 
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(malignant mastocytosis), ftSffijEfi (exogenous obesity), iSOv'a 
U >14ra-S (hyper insulinar obesity), ii«tt#t(hyperplasinic 
obesity), TSftMri (hypophyseal adiposity), MjfaMttIE#3E 
(hypoplasmic obesity), TOMMSTflEti^ (hypothyroid obesity), U 
5 flrFSBMH (hypo thalamic obesity), SEiittlEft-^ (symptomatic obesi ty) , 
lYJWfo (infantile obesity), ±¥#BE$t(upper body obesity), 
3E« (alimentary obesity), tt^fSTttKOiypogonadal obesity), 
±%&lEWMti&k (systemic mastocytosis). ¥M'ttM(simple obesity), 
^;ME#(central obesi ty)ft<H] , ^Ttii^(hyperphagia). 

10 &mmmwte£*mft>ftz>, 

mch fe^jfect^g^Mti^, ^n^mt^m ( i ) ( i o 

b&jksu, jniffl, ira#j, mtm. m.®w&£<nwmi*m^% 
wmt\sx\t. ?ui, est, D-T>-h-ju, x>7°>, 
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7FUX t Vu^iyfm)V±)Vu-7^ t Fo*v7°Dt:;M^;kti^ 
□ -7., ^ U hfn;i/ tf □ U FX f>A /at, -fcf^X ;Wkfe;U 

MJtbtd x>7°x #;k^x*3\>kfe;kri--7> 
tf+x>Wkfe;ka--;*;*jjk>7A, ^□xft;k*n-x:*-F'J7A, 

/J^X*^!^-^-?- F U 7A, ®§Mt F U*=/?U tf^-fe^D-X 

(l-hpc) ^^^^e>n^o 
io ^J<i:L.Tii> #J;U£, ^Wffi7K, 7;kn-;k 7°d tf k>^U n-;k 

*X F'JX#/-;k7^X m^FU7A, ^X>1 

liftltnn 7x7U^FUx^./-;k7ax ^9U;u 

M^FU^A, 7^'J;kT5y7°Dtf^>^ X>5fX M^XtfJkn 
x?A, &te^Xt?Fx^A, ^/7x7U >^*U^U>&£Wffit§{£ 
#J ; mfc?^Ub*x;k7jkri-;k #U t*n;nf n U FX £;k^X*5f 
20 Jl/tJln-Xi-h U 9A, ^W^ko-x, t FD^X^JkfeJka-x, 
k Fa^xx3Mkfe;i/D-7, t FD^X7°ak>^n-7sfc£M7K14 

if U -fe U X D- T > - F— Jl/fc £>W f»n§. 

25 mmnthx\t, mx\& 'j>aem, ra^ Kit, £x>gg&ft£<D 
MM^t-xte, fliAfcf, ^xxk7;k^-;i/fc£^w<=>n5. 
-;k ^xx>k7;m-;k 7x^;k7;i/n-;k rkFoW, 
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io wzrcmmnmm, mm, urn, &ffi&-$m)iz$&z&^Tzz£WT 

m^ofc&m (r) o^mu. mzjt*. ^n^nmn^trLM^rcimmm 
^m±w-<Dm^.\ ioo n.m%x-h%« 

^0kg)K:i&n&4PTS*&©l QSfcDO^Stt.-tn-^n^^Tab 
(I) (D tlT, #9 0. 1 fcHU& 500ing, #£b<&3$] 

&^U1$l00mg^ $eti?SKtt*?J 5 lOOmgT&D. £©fi£ 1 

*»W©MCH^SI*5«fctKE^fflfig^tt, #|*.fc£ TO^©fe^i^©it 
3&J * TMCH &K£!l©&ffi*©(£Mj fc g W £ UT> #M© MCH g£i3lJ 
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<ttTW>Kig) , J TT-5 0 1, GI-262570, MCC-55 
5, YM-440, DRF-2 5 9 3, BM- 1 3- 1 2 5 8, KRP-2 
9 7, R- 1 1 9 7 0 2fc£##tf&n3. 

x^U-F, 53^<J-F (KAD- 1 2 2 9) , JTT- 6 0 8)5:^ 

XU >&&^f£tl5o -Y>*'J><!:bTtt, 0. 45)5^0. 9 (w/ 
-f>7U>«, J E;07 7^.*>hfc5Wig§£tt: (#J, INS-l 3ttaf) T&oT 

Y>xux;it nil, ii» *mm. mmmuE 
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(3 3 7KU±U>gg#ftI&i&£LT«» MA«A J - 9 6 7 7, BMS 
-196085, SB-226552> AZ4 0 1 4 OStWf 5*15. 

y>^-f b\ U7°^>, BAY-27-9955ft£j&*W6ft5. 

10 9y h ; -i^UXfy h ; ftW^"; h;SNK-8 6 0; V#)V]/7>& 
v h ; AR I - 5 0 9 ; AS -3 2 0 

7°DtM if C LTte> #R«NGF, LY-333531 

15 ±f3£W;:^ r^^^#f^«j «hbT«, m&*7^7°ax^ 
X^;k ^T>?> (memantine) , k°T^rKU> (pimagedl ine ; ALT-711) 

20 w$ij^^±^^e»n^c 

^W»<i:LT«, 09*.fcf?^>F-;k t^X7i>775>, 7JU 

±&w-izh> (mn^misiMmmmi thru, w&wfx?? 
25 >u£imtft>n%. 

±13 r^iiiE^^j tbTtt, ^^.^7>x^x>~>>^M^E«^ 

7 y^^yyy^mnmmmt.Lxu. mK£;fr7°h7 0 u;k x^? 
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7u jk (J&n) x^7°u;k u>v7'j;k -<s^7°'j;k 

^-t:7°u;k v^it*7U;K xt#7U;k h^>K?7u;k (&@6) 

^'J^A^^^^MPHtLTtt. M^«l/7^0^*UA, L-27152, 
AL 067U NIP-121 &<WW6>ft5 0 

->l/^->5\>k /VW)y&>* 1)V^)V9>, CS-866, E4l77fc£)&*We> 

10 tl£o 

HMG-CoAii7cB^ia#^(!:bT», W^^7/U^f>, v>A* 
DAX^X 7 bJI/AX^X 7;kA73?=FX UA>?Mk 
15 tU/U^fX -OAX^X ZD-4 5 2 2'S£tt-£nS0ig 

5-K ^d7^7t>-K zs>y<<y'7-Vt£Etfmit>nz> a 
7 ;i/ 75 v 7 a * 7 ;i/ v 7 -tf a a ft £ e. . 

25 

t&sB htzmmm $m<o$L*mn \m%. $ n-r , mch * & \mimma 
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tLxwu w%-\z, i) mftmmzimmn&^tmftnmtmmz 
tuttzmmfc® tmrnmrnma ££'J* carat lt# e>ns 2 aogi^i© 

15 -K mf§mz&K>m'&W${t2>ZttfT:^:Z>o 

25 ftTifflSUfc. 

FABMS (pos) fi, ifi;iiI!B i af*Jf*##r& (Fast Atom Bombardment Mass 
Spectrometry) {C&ttS (+) S«LfcIiX^^ KJI/T^-So 

s : v > ^ U y h (singlet) 
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10 



15 



20 



25 



d : $7Vv h (doublet) 

t : HJ7>y h (triplet) 

q : 0 7 JPt- yh (quartet) 

m : ^)V^~fVv V (mu 1 t i p 1 e t) 

b r : 7*n— H (broad) 

J : ^yT'^^l: (coupling constant) 

Hz: s\)Vy (Hertz) 

CDC 1 3 : a^DP^;PA 



DMSO-d 
THF 
DMF 
DMSO 
WS CD 

WS C : 

J H — NMR 



(3 -vpWl/7^/7°nik)l/) 



7°D h >W^1| 
(It7'J-ft&CDC 1 3 tfr«L7Co ) 
IR : *»JK7s^b;i/ 
Me : *5\>P 
E t : X^)V 

HOB t : 1 -k HP + ->- lH-^>7h l)77-;U 

i pe : v-ry7°ntf;i/x-7-;i/ 

DMAP : 4-S^5F;i/7S7 k°Uv> 



a > 



IUPAC-IUB Co mm is ion on Biochemical 
Nome n c 1 a t u r e £«k*B§#&5V>te^8#l? t^^StSfflllS^tC 
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L y s 



5^5 > 
yhy> 
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10 



15 



20 



25 
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: t.Uy;!'?^ /Si 


Me 




E t 


: x^;p* 


Bu 




Ph 




TC 


:^7*/Uv>-4 (R) -#Jk^1t5 H 



T o s 
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B z 1 
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B om 
Z 

C 1 -z 
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2, 6-/^aD^>/^ 
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Fmo c 



HOB t 



HOOB t 



3, 4-ytFD-3-tFo+y-4-^y- 



5 



HONB 



1, 2, 3-^>7*HJ7^> 
: l-kFD^>-5-;»?>-2, 3-v#Jb 



DCC 



: N, N' -yy^nA^yJl/*My^5F 



10 : 1 ) 

yy h SLC-1 £n- FT-S cDNAOX^ U-^>^llf ffllfe^J$DNA 

7-y h SLC-1 *3-H-rScDNA©X^'J-=>'^K:^fflLfc-&figDNA**-r. 
CMB?Wf:3) 
15 7 7 h SLC-1 ©£75 y aiEyij&^-r. 
C6B?!l#*f : 4] 

5' ffljfcsai iw^ijm$n> *&3' wcspe i igin@e^wip^n 

fc7 7b SLC-1 cDNA <D±M.W®£M*7F.-fo 
CIBJWf : 5] 

20 SLC-1 fgii CHO O & % D - > £ 43 S SLC- 1 mRNA ©58 Jgfi £$J£ 

T3fc&fcMbfcU#7°D-7* (riboprobe) £^-fo 
Cffi#l## : 6 3 

t h SLC-1 £n- KT<5> cDNA DNA 

25 k h SLC-1 ^3-FT5cDNA&2*iICT5fc^COTL7t7°5'f T-£5k 
fo 

(IB»# : 8 ) 

t: h SLC-1 FT-2) cDNA £&XK?iJ£^1\ 

CE»^: 9] 



WO 01/82925 



87 



PCT/JPO 1/036 14 



k h SLC-1 (D±7^ SminZ^t, 

ci2?y## : i o) 

k h SLC-1 (S) £3- FT 3 cDNA <DZ2 U -->^*fcM b^^DNA £^T, 
ffi»# : 1 1 ) 

5 k hSLC-KS^^-FTScDNA©;^ 'J -->7lC-(£/S Lfc^DNA £^To 
mpm% : 12) 

k h SLC-1 (L)§3-h*T^>cDNA©7>^ , J-->^^fflL,fc^DNA^^To 
C@B»# : 13) 

k h SLC-1 (L) £3- FTS CDNA0X7 U -~>7*K:&J8b7c-&/&DNA £^T, 
10 C@2^j#^- : 1 43 

5' .{|iJtSal I raiH^JWJtJD^n, £fc3' Spe I ISfHiB^JWiP^tl 
fck F SLC-1 (S) cDNA (D±m.WSM^^to 
imm^: 1 5) 

5' M^sai i mmmm^mn^n> %fcz' itspe ii§«^j^#in$ti 

15 fck F SLC-1 (L) cDNA O^Sia^JS^t". 
CBBEI*^ : 16) . 

kh SLC-1 (S) $2SCH0ffl!Jkfc«J:tfk F SLC-1 (L) f§H CHO iffl»=g-7 □ 
fc^tt-S SLC-lmRNA ©fgipI*£$J£T3£i£>{c01b7c U ^7°P-7* 
(riboprobe) £tkTo 

20 1 - 6 Tt# 5) tlfcte&m^ :91!S$n?) &S@E?iJ £ □ - F T 5 DNA 

^^7^5 Ffc«fc5?8SHte&# Escherichia coli DH1 0B/phSLClL8 
¥J$1 i¥2El B^^SM^XISMI^^X^XIIMW^H'T (N 
I BH) CSfft#-^FERM BP- 6 6 3 2 tlT> «1 1^1^21 
Bfr6WS&A -fgSIW^m (I FO) {^K#^I FO 1 6 2 5 4 il 

25 T3Ff££*lW5. 

t er t-7*?^ 6- [ (N, N-^ 3^7 5 7)/ -2-7" 7 - - h 
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„ /\ ,Me 
, Me O f YT V 

H 

1) 2, 6-t73'l/>^M>ii ; ^^ 1/I ^^ (26. Og, 106mmol) 
£N,N-^*5\n/#;i'A7'5 K(500 mDCJgjSb, 1 N7»fl;± HJ 7 A7Ki§ 
ft (106 ml) ^10 0t:T3 0mTiTL^ 3Bf«m 

5 JETKlgScU ^M^^iP^M^^^L-feo 3ffiK:»£ll (9 ml) 

6 _(^ j.^5/^^-;i/)-2-^-7^v>^;u^>ma4.6g) %&m*tL 

'H-NMR (DMSO-de) 5 : 3. 94 (3H, s), 8.06 (2H, m), 8.24 (2H, m), 8.69 (2H, 
10 s). 

2 ) mm i ) t t#fc s-wf^A ;ufc;u) -2-^- 7 * v y% jvtf >m 

(5.00 g, 21.7 moI) thUX^JP75> (3.93 ml, 28.2 mmol) * tert-' 
7>;V7;i/n-Jl' (65mI)Cigji¥U 7yfty7x^MX*'J^ (5.62ml, 
26. 1 mmol) SfflT3 0^ 1 O OtT6Ptr«Uc 0 

o%7x>i?« ^fp^7K-e»b v »M^-hU7A 

7>(50 mDCiSffiU »T> zK^b7;U5X7AU^7A(728 mg, 19.2 
mmoDSUn^ £i&T3l$|iaSI#Lfc. £««I?x^;k 10**X>lfc7jc 

IffTSffiU v U * 7A^07h7'77^- (MPM ; 
h;H>:ftSl^=10 : 1) KTfifSSU n-A^1t>^ 
HfcU tert-7*^ 6-(k PD^^^WW^W-ZU-h (2.26 
g) *afe|»*i:bT^. 
25 'H-NMR (DMS0-d 6 ) <5 : 1.51 (9H, s), 4.61 (2H. d, J =5.7 Hz), 5.24 (1H, 
t, J = 5. 7 Hz), 7.40 OH, d, J = 8.4 Hz), 7.49 (1H, m), 7.70-7.78 (3H, 
m), 8.07 (1H, s), 9.52 (1H, s). 
Ttmttttm C l6 H l9 N0 3 1 UT 
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fHSte : C, 70.31; H, 7.01; N, 5.12. 

: C, 70.36; H, 6.89; N, 5. 14. 
3) MB2)T#fc tert-7^ 6-(t K U^^M-l-i-y^)^- 
n*-Y (1.00 g, 3.66 mmol)£v7PD^>(18 mDC^U -^ItT 
5 >#>(1.59g, 18. 3 mmoO SriDA.. giaT4P#raS£#L&. 

7>JV 6-^;l/SJl/-2-^-y^;i/^-7N^-h (889 mg) £6&ffr*£bT# 

'H-NMR (CDC 1 3 ) <5: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
10 d, J = 8.4 Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 
:4) tul33)T#fc tert-7^;P 6-*;i/S;P-2-^75 1 ;i'*'-A^- h 
(300 mg, 1.11 mmol) £^*^;K?5 >£SSi& (270 mg, 3. 32 mnol) 
7-;K2 il)iTh7kHD77>(2 ml) toW&mmz&j&V, J MJ 
t KPl35gfe^-hU^A (210 mg, 3.32 mmol) SST2^KSE^U 

-)v=i o : i) \zxnwku &mit&V!l (242 mg) t-VT% 

fee 

20 'H-NMR (CDCI3) 6: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s) , 6.75 (1H, 
s), 7.32 (1H, dd, J = 3.1, 8.7 Hz), 7.42 (1H, d, I = 8.4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s) . 
###J 2 

tert-7^JU 6-(l-k°nU^:iJM^)-2-7"7^l/7W\';<- h 



WJl®2)Tifc tert-^JU 6-(h FD^y^f jW-2-7-7^- 
A/- h (500 mg, 1.83 mmol) t h U X?;l/75 >(0. 254 ml, 1.83 mmol)* 
T-h^k HP7^X9ml) t^b,5K^T^^>^;i/^-;l/7P'J H (0.142 




25 



H 



WO 01/82925 



90 



PCT/JP0 1/036 14 



ml, 1.83nmol)£Jn*. MMX M fttiL&Lfz. ^M£3£U Z&ZMEE 

mDCj&SPU ^m^U ^ A (758 mg, 5.49 mmol), t: □ U y>(0. 153 ml, 1.83 
mmoD^jjnA, 60t:T 3 P# flfl8t#Lfc. S«fC»X^;i/i7j<^Jfl^ttitib, 

TffiSiU tert-77;i/ 6- (l-t°D U "J^)V^)V)-l-i-y^)Vts-n^- 
h (388 Eg) ^iM^ilTflfc. 

'H-NMR(CDClj) <5: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6.62 (1H, s), 7.30 (1H, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 
3 

H 

#%0t)l©3)mt tert-7>^ 6-^5 )l-2-i~7?-)\sti-A*- h 
15 (500 mg, 1.83 noOtkX'JyXO. 181 ml, I. 83 mmol) £/B(^T, 

1 CD 4) <h l^^lff^T? £ £ \Z J; D , ^jg-fb^ (305 mg) £&-&ifttt4fc £: 

'H-NMR(CDC1 3 ) 6: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7.31 (1H, m), 7.43 (1H, m), 7.64 (1H, m), 7.71 
20 (2H, m), 7.95 (1H, s). 

N-(4-7n ; B7x-;W-6-(hHn^^^7;U)-2-±7 h75 K 

At. 

i ) #%#J i <d \)TWc 6-(* h+->7t;;i/^-Ji/)-2-^7^ L/>*;i/^ 

25 >&(1.00 g, 4.34 mmol), 4-7*a ; 67-U> (747 mg, 4.34 mmol) . 

3^75/tfU~7> (531 mg, 4.34 mmol) £ N, N-y^fJ^^A7 5 K (10 
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ml) l-x^-3-(3-y/^7=; 7°D \i)V)-ti)Vt^M $ 

KlfiBltS (833 mg, 4.34nraol) £iJDA, 50*07? 2 P# P B 1S#b 

Kx^;W £J:D«fiU M««x=pji/^£;sgii{bU ^^jp6-[(4- 

^Dt7-'J 7)^Mr;V]-2-7-7 hx- h (954 mg) £SM>*<i:bT# 

'H-NMR (DMS0-d 6 ) 5: 3.95 (3H, s), 7.58 (2H, d, J = 8. 6 Hz), 7.82 (2H, 
10 d, J = 8. 6 Hz) , 8. 07 (2H, d, J = 8. 6 Hz) , 8. 22 (1H, d, J = 8. 6 Hz) , 8. 29 
(1H, d, J = 8. 6 Hz) , 8.63 (1H, s), 8.72 (1H, s), 10.64 (1H, s). 

2) tuiBD -e#fcy<^;i'6-[(4-^n. ; 67- | jy)73;i/^-;i/]-2-±7 h 

X-h (900 mg, 2.34 mmol) £t- h 5 t: h'P 75X10 ttT, 
7jcSl4bU^7A7;i'5x7A(178 mg, 4. 68 imol) &JD^, IjBtZ^fl* 

15 bfc; Ejs&ttKiS&x^i: l &j£&K£;bn*.* »x^n?lfflLf; 0 & 

«M^(349 mg)£&6;fft*£bTl#fco 

'H-NMR (DMS0-d 6 ) <5 : 4.71 (2H, d, J = 5.6 Hz), 5.41(1H, t, J = 5.6 Hz), 
20 7.56 (3H, m), 7.82 (2H, d, J = 8. 4 Hz), 7.92 (1H, s) , 8.02 (3H, m), 8.54 
(1H, s), 10.53 (1H, s). 
###15 

N-[2-(tKn^>;*5PJW-6-*/ UxjH7-feh7 5 F 
o ^ ^ 

25 1) 6-75/-2-^5Ml^/ U > (1.02 g, 6.45 mmol) ££11^X30 
mtffcjgjBU (0.913 ml, 9.67 mmol) £iD;L ^fiT 3 8^88$ 

bfc. J8&£«EET@£bfc&, v-fv^abi^x— 7-;u^jn^^^{bb, 

N-(2-/fJH-^yjXjl)7th75F (1.20g) bTt#fc„ 
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'H-NMR (CDC1 3 ) 6: 2.22 (3H, s), 2.71 (3H, s), 7.25 (1H, m), 7.52 (1H, 
m), 7.95 (2H, m), 8.10 (1H, s), 8.30 (1H, s). 

2) ffifB DTr^/c N-(2-)t>9-)l'-()-3r/ ] )—)V) 7"fe h 75 F (1.20 g, 
5.99mmol) ^^DD*M (30ml)t^L, m-£ □ Dii^tS^ (2. 48 g, 
7. 19mmol) ZlSlX.* ^T3M^Lfc, £8E£iftET®£^ 

m^jv^m^ titmLtzm^zmv, N-cz-;wu-i-:t*->h*-6-*yu 

=;W7irh75H (1.06 g) £fifi$5fe£LT#&. 

'H-NMR (DMSO-dj) 5: 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8. 4 Hz), 

7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d, J = 9.3 Hz), 10.36 (1H, s). 

3) ttffH2)T#fcN-(2-^?;!/-l-^^H-6-^/Un;W7-feh75 H 
(4.64 g, 21.5"mmol)£«« (110 ml) fci&gU 8 0^41^188^1 

(MM ; Mx^W fcj: BfcgjLT^tt&S-flfc. 

oio mi) k&jsu lm^m-iti-h'j'yA (21.5 

ml) £Jn7t, ^TlB#r^I^Lfc 0 jgj&fcfcfcBETfcWSUfc. #bnfc$S 
^^7JWS7 % *^A^nTh^^7^- (MF^M ; imx^ 1 ;!/ : j*77- 
;i/=5 : 1) CcfcDDtSfU ^M^MxT-^-.-f 7 7°ntf;i'X-7\>l' 

(1:3) ^e,aMb> mmit^®} (2.65 g ) £a&$5fc£L-o#fc. 

'H-NMR (CD3OD) 5: 2.23 (3H, s), 4.89 (2H, s), 7.68 (1H, d, J = 8.7Hz), 
7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8. 7 Hz), 8.27 (1H, d, J = 8. 7 
Hz), 8.33 (1H, s). 



##f!l5Tt#e».nfc N-[2-(t Vu^/^)V)-b-*; Ux;W7ir h75 
h* (1.00 g, 4.62 moDlzmt^-JV (23 ml) ^mfX'MX, 2^Kffi 



N-[2-(7nn^^;W-6-^ / Ux;i/]7iih7 5 K &&ig 




H 
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tt&m (900 mg) ^n^tLxntco 

'H-NMR (CD 3 0D) 6 : 2.23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz), 
8. 17 (2H, s-like), 8.74 (1H, s), 9.01 (1H, d, J = 8.4 Hz). 

2-(£PP^3MW-6-3VU-;i'7$> 



6 T# £ tilt N- [2- p □ * ?)V) -6-*; U —M 7-tr h 7 5 K 
«S(900 mg, 3.32 mmo l)}l5iM (17 ml) Sriri*., lOO^tr 2PfP B 1jf 

10 LT^fb^tl (849 mg) Sf»*tbT!lfco 

'H-NMR (CD 3 0D) 5 : 5.07 (2H, s), 7.42 (1H. d. J = 2.4 Hz), 7.71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9. 0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 
###18 

15 4" n d-n-[2-(^ □ u-;w [1, r -tf 7xnjw-4-*. 



##^!i7T#^n/c 2-(^pp^5 i ;w-6-^y u-jut5> 2Mlt 
4' p p [1, i' -if ;w-4-#;i^>s?£ffl^T> 1 co wsc zm* 

tCo 

'H-NMR (DMS0-d 6 ) 6 : 4. 95 (ZH,. s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (1H, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 
(1H, d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (1H, 
25 d, J = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s) . 




N 




WO 01/82925 



94 



PCT/JP0 1/036 14 



###19 




2-ci-tr □ u xx;m3MU)-6-3v u-jkts > 



, HMU 7©1) tWc N- [2- (l-H a U v - -6-* 7 U - M 7± h 

5 7S K (5. 53 g, 20.5 nuno I) (100 ml) 110T3T 1 Npfflftj^ 

mjets^u mmjLrfr-^-yryfrzmmitGfy (4.56 g ) 

10 'H-NMR (DMS0-d 6 ) 6 : 1.83 (4H, m), 2.62 (4H, m), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 (1H, d, J = 2. 8 Hz), 7.15 (1H, dd, J = 2. 8, 8.6 Hz), 7.48 (1H, 
d, J = 8.6 Hz), 7.88 OH, d, J = 2. 8 Hz), 7.92 (3H, d, J = 8. 6 Hz). 
102-104^ 
1 0 

15 N-[2-[(v^v^ntf;P75y)^^;H-6-^y un;i/]7-feh7^ K 



###J 5 rmtc N- [2- ( t H □ j* W - 6-* / U - J W 7 -fc h 7 5 H & 

20 'H-NMR (CDC 1 3 ) 5 : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7.40-7.64 (2H, m), 7.80 (1H, d, J = 8. 4 Hz) , 7.95 
(1H, d, J = 8. 4 Hz), 8.05 (1H, d, J = 8. 1 Hz), 8.28 (1H, br). 
M& : 147-148 «C : vX?;Px-x^-^^it» 

IWlJl 1 

25 N-[2-[(->X-2, 6-v/^;P-l-h:^'J -s-Jb) U -;W 7-ir 

h75 H 



Me 




H 
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Me 



Me 




5 'H-NMR (CDC1 3 ) 6 : 1.02 (6H, d, J = 6. 2 Hz), 1.25-1.76 (6H, m), 2.24 (3H, 
s), 2. 50-2.70 (2H, m), 4.01 (2H, s) , 7.52 (1H, dd, J = 2. 2 and 8.8 Hz), 
7.73 (1H, br), 7.83 (1H, d, J = 8.8 Hz), 7.94 (1H, d, J = 8.4 Hz)., 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2. 2 Hz). 
TcmftffiM C 19 H 25 N 3 0 • 0. 5H 2 0 tLX 
10 ff-fMI : C, 71.22; H, 8.18; N, 13.11. 

: C, 71.01; H, 7.81; N, 12.90. 
St&: 120-122 "C (^i«:ftil5 L ^-A*t» 
1 2 

2- 5./* J-M J U > 7 5 > 



5 N- [2- ( t K D * * ^ J W -6-^ 7 U -)W 7 iz h 7 5: £ 

ffl V>T, Hlfcfll 6 CD 1 ) 9 tTOa&fEfcJE&fTa H £ \Z «fc D , 

'H-NMR (CDC1 3 ) (5 : 1.06 (6H, t, J = 7. 0 Hz), 2.60 (4H, q, J = 7. 0 Hz), 
20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8. 8 Hz). 
St£: 93-94 X: (filattl: yIfJH-fJhA^t» 
###J 1 3 

N- [2- [ (2, 2, 6, 6-7 h 7 * 7JI/-1- tf^ U v^W * - 6-* / 'J 7 
25 -fehJSH 



15 
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Me 



Me 



Me 




&&M 5 N- [2- ( t K □ * -6-^ 7 U ~; W h 7 5 H * 

5 'H-NMR (CDC 1 3 ) 6 : 1.03 (12H, m), 1.50-1.73 (6H, m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7.57 (2H, id), 7.93 (1H, d, J=8.8Hz), 8.00 (1H, d, J=8.8Hz), 
8.06 (1H, d, J=8.8Hz), 8.27 (1H, d, J=2.4Hz). 
#5§-#| 1 4 

2-(4-^OD7x-;W-5-*;i'#^'>-l,3-i?^1t> 



1) p-^DD^>X7^7kF (3.2g, 22. 7mmol) , tfT, (fcFD=i^> 
*3\>10 7D>lyI^ (5.0g, 22. 7mmol) ££££p- h;i/X>7JU*>^ 
l7kft]$j(0.44g, 2.3mmol)<7)MkX>(70ml)^?l££> Dean-Stark KtKSISS 
Ottfc 200ml «7^Xn4 3 "C2^iP^Mtfcc It 

15 100m 1 gsftlU lNTKK-fb^-h.U^A (50ml) , 7jc (50ml) , fig 

(50ml) TH#&?fK M^*>"> ATfSJSbfc. 

-SrafeX^;i/= 4 / 1 ) EftlWttT 2- <4-£ O 07X-JW-5, 5'- 
y*Mlh^y-l,3-7W> (5.9g, 76%) 
20 'H-NMR (CDCl,)fi :1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4.13(2H, 
dd like), 4.20(2H, q, J=7. 2Hz), 4. 33 (2H, q, J=7.2Hz), 4.85(2H, dd" 1 ike), 
5.460H, s), 7.32(2H, d, J=10.2Hz), 7.38(2H, d, J=10.2Hz). 
St& : 54-55 V 

2) fifEl) Ttlfc 2-(4-7 □ n 7iZJV)-5, 5'-y*J^X ->1, 3- 
25 (5. 8g, 16.9 mmo 1 ) £ 90%x^ y -)l 60mlC}gfi¥U iinKTk 




COOH 



10 
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mtftWA (3.8g, 67.7mioI) £iOAT 3 BfF^jD^Msft l<tz a MffiTW 
^6ftfc@#£vX3^1/X-7^H300ml)i;:«U »T2N^ 

^^^A«lfc. MEET«£g*U L/T 2-(4-£ a □ 7 

5 i-;W-5 > 5'-^^;^^'>-l,3-^^it> (4.3g, 82%) 

'H-NMR (CDC1 3 )<5 : 3. 99 (2H, d, J=12.2Hz), 4.50(2H, dd, J=4.6Hz, 12.2Hz), 
5.42(1H, s), 7.35C2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
: 164-165 X: 

3) ntiB2) T'f 2-(H D □ 7 x - ;i/)-5, 5'-y*J^^ y-1, 
10 =MJ-> (4.3g, 15mmol) £MJX^;i/7=> (20ml) £>M"&tl£ 150t:T* 4 
MMbfc. SlSt^SETIii, gs^SrvX^x-xJl' (200ml) 

^;u^$H:i$fe^U «&«£bT^fB{t£tl(3.09g, 85%)£#fc. 
15 FAB(pos): 243 [MH] + 
M : 183-184 t: 
1 5 



20 ^mz-dWc tert-7*3\>l/ 6- (l-ti^'J =S-)\,*3-)V)-'L-f7=f-)],'t}- 
(710mg, 2.09mmol) ^hU7MnS| (10ml) \Z®ML, IKl 

^^7U7A7j<M(50ml), gSlP«7K(50ml)lr»^, MJETMU £jg 
4b£t/ (420mg, 1.75mmol) LT#fc. 
25 'H-NMR (DMS0-d 6 ) 5 : 1 . 38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6.90 (1H, dd, J=8. 5 and 2.0Hz), 7.23 
OH, d, J=8.3Hz), 7.43(1H, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H, d, 




J=8.5Hz). 
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##0iJ 1 6 

ter t-^^)V 6- [ (yX-2, 6-5? * tf ^ U v ~ ;P) ^ -2-^" 7 

Me ' 

„ Me 0 

Me O N 
H 

5 1 © 2ra#fc tert-7*?\JU 6-(h K □^->^5 1 ;W-2-t75 1 ;P*- 

'H-NMR (CDC1 3 ) 5:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H, m), 1.55 (12H, 
m), 2.53 (2H, m), 3.92 (2H, s), 6.58 (1H, brs), 7.30 (1H, dd, J=2.2 and 
10 8.8Hz), 7.45 (IH, dd, J=1.5 and 8.5Hz), 7.71 C3H, m), 7.94 (IH, brs). 
, #^#J 1 7 

6-[(yX-2, 6-v^^;V-l-k°^U ^5^Jl/]^7^ l/>-2-7 a > 

Me 

6T'#fc tert-7*^ 6-[(v^-2, 5?-JU) 

'H-NMR (CDC 1 3 ) 5:1.11 (3H, s), 1.13 (3H, s), 1.32 (3H, m), 1.56 (3H, 
m), 2.52 (2H, m), 3.78 0H, brs), 3. 91 (2H, s), 6.92(1H, dd, J=2. 4 and 
8.7Hz), 6.960H, m), 7.380H, dd, J=l. 5 and 8. 3Hz), 7.51 (IH, d, J=8.3Hz), 
20 7.63 0H, d, J=8.5Hz), 7. 68 (IH, brs). 
##08 18 

6- (i - tf □ u z?~)V* ?M j-y?u y-i-y 5 > 




25 A'^-h^ffi^T, 5t|5l1i©W^tTa^<h^j;D> Mft£#J 
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'H-NMR (DMSO-ds) 5: 1.81 (4H, m), 2.56 (4H, m), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1, 8.4 Hz), 6.97 (1H, d, J = 2. 1 Hz), 7.38 (1H, 
dd, J = 2.1, 8.4 Hz), 7.55 (1H, d. J = 8. 4 Hz),' 7.61-7.64 (2H, in). 
1 9 

6-[(2,2,6,6-fh7/ 3MU-1 - U JlO * 5 1 ; W -2-^* 7 ^ U > T = > 




1 CD 2) Trtffc tert-7^ 6-(h KD^^Wl'M-:^^;^- 

10 fc«k»K ^ft£4&&^$*£LT#fc. 

■H-NMR (DMSO-d 6 ) 5 : 1. 02 (12H, s) , 1. 57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6.98 (2H, m), 7.41-7.54 (2H, m), 7.63 (1H, d, I = 8.4 Hz), 7.76 
(1H, s). 
2 0 

15 N- [6- 5 1 ; W -2-^-7 ?~)V] -2- b H P * ->-2-^ 

Me 
N^Me 
Me Me 

1) 6-(b h*0^rv^5 : -;W-2-^7 1 — ;l/ (500mg, 2.87mmol) (Di?* 1 ? 

(4ml) JgiSklzK&ffc-*- h U 7 A (344mg, 8. 61mmol) £i0^ 
20 lNf|H]ffi#L&. 2-yn^-2-/fJ^DA>7SF (1.43g, 8. 61mmol) tS 
7»U7A (476mg, 2.87mmol) *jtaA» giST 16 P#IHift#Lifc. 

Vyot°;UX-x;K3j;DM»*ibT, 2-[[6-(k FP+y^?)W-2-t 
25 73^W#*x]-2-*3\;U7*D/*>7£ h*(506mg) 
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■H-NMR (CDCI3) <5: 1.61 (6H, s), 1.85 (1H, t, J = 6.0Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br), 7.16 (1H, dd, J = 2.4, 8.7 
Hz), 7.28 OH, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) ffifsi) Tftenfc2-[[6-(tHD*->^?;w-2-^-75 t ;w** 

•/j-HWo/^TSF (200mg,0. 771mmol) Cy^f F 
(2. 3ml) t 1, 2-*J*7)V-3. 4, 5, 6-fh7t F P-2 (lH)-tf U 5 VJ >' 
(0.23ml) »^»C*^fe:^-hU^A (68mg, 1.70mmol) 100 C CT1P# 

10- HJtfA-Cft&bfc. liSlETilS, #^nfcM$7J^W7A 
^p-7h^77<- (MlilI;I«x^) fc:«k0*ltSll/r, -<V7°Ptf 
;i/X-T-;U:^1t>=l :1 }CiD*^*itT, 2- \l F □ v-N- [6- ( t: 
HD^i>^^;i/)-2-^-75 1 ;W-2-^5 1 ^^CiA°>75 F (50mg) 
3 ) ttffB 2 ) T# £> nfc 2- 1 F □ * ">-N- [6-(tHD+y^f;»-2-7-7 

15 3 1 ;i/|-2-pWl/7 0 a^>75 F (lOOmg, 0.386mmol) tM$£M% (192mg, 
0. 578mmol) 0y?DD/^>(2. 3ml) «{C F U 7x^V*^ 7 A > (1 21mg, 
0.463mmol) Sin A, S^TMStWtfc. S«7Mti3 7A^07 
F^t>7^- (IW;y^PO^^» d^DffSbT, #£>n£« 

#/fc> 5 -ry7°oif;i/75> (3mi) sot;-? 16 mmmwvrc. imfeM 

^tbT, $m<te&%l (58mg) 
25 'HNMR(CDC1 3 ) 6: 1.05 (I2H, d, J = 6.6 Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (1H, d, J 
= 2.2 Hz), 8.79 (1H, s) . 
2 1 

1 - [ (6-* F * is-l-f 7 ^) V) * bf □ U v > 
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MeO 




h7;Pxk K (3. OOg, 16. lmmol) t tf □ U (2. 69ml, 



32.2mmol) (Dfh7tF077> (32ml) <fcftg (16ml) jgffiC h U 7"fe K 
^yhHd^T-hU^A (6.83g, 32.2mmol) * O'CTiP^t, gi&T 7 B# 

Lite £U%MJ£TmffiLT, mmfcG® 0. 89g) £*§fc 0 

'H-NMR (CDC1 3 ) 6: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H, 

10 s), 7.13 (2H, m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
2 2 



2 1 T# S nfc 1 - [ (6-* h * 7 ^JW * 3-M tf o'Jy> 
15 (3.63g, 15. OmmoO © 48%JWbzK3i& (75ml) 100T;T 6 P#MJ1#L 

-f v7nk^x-x;Hr^#-LT, (2.45g) ££E6»£LTf# 

'H-NMR (CDC1 3 , free base) 5: 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
20 5. 20 (1H, br) . 6. 78 (1H, d, J = 2. 6 Hz) , 7. 85 (1H, dd, J = 2. 6, 8. 8 Hz) , 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8. 8 Hz) , 8.56 (1H, s). 
2 3 

2-^)V-\, 2, 3, 4-7 h 7 t HP^> x /[b] [1 . 6] t7f U v>-8-7 5 > 



1) 2-7S/-5-xhD^>X7;l'xt: H (l.OOg, 6.02mmol) £1-/7 
;W4-b?^'J^y> (0.89ml, 7.22mmol) ©X^Z-JU (108ml) jgiSfc 4 & 
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s m v 7°p tr;ux-x;n-«fc lt, 2-pwu-8-x h n-i, 2, 3, 4-t- 

h7kHD^>l/[b][l,6]^7^Uv> (430mg) Sflfc. 
'H-NMR (CDCI3) 5: 2.55 (3H, s), 2.92 (2H, t, J = 6.0Hz), 3.32 (2H, t, 
J = 6.0 Hz), 3.82 (2H, s), 7.96 (1H, s), 8.10 (1H, d, J = 9.0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (IH, d, J = 2. 7 Hz). 

2) fulfil) T#fc2-^5 1 ^-8--hn-l ) 2,3 ) 4-r h^k KP^> 4 / 
[b][l,6]^"75 i U> f > (413mg, 1.70mmol) t XW^-J^ h,-^M<D^^ J — 
)V (9.5ml) M«^*^HHmTT2BfM^Lfco 5 
8c£fcfcflETift«SU iM7:7W;i/X-x;W;:£0»<hLT, 
(315mg) 

'H-NMR (CDC1 3 ) 6: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
J = 6. 0 Hz) , 3.73 (2H, s) , 3. 88 (2H, br) , 6.83 (1H, d, J = 2.4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7. 80 (1H, d, I = 9.0 Hz). 
2 4 

[5-[(4-7*D ; E^>^;i/)^>']-lH-r>H-;i'-2-'f )V]*9;-)V 



1) 5-t KD^v'-lH-f y V—)V-l-%)V#*ri/\/— V (508mg, 

2.48mmol) , l-^U^z-l-CJu^U-)],) Ky^y (681mg, 2.72mmol) tm 
KtfU^A (684mg, 4.95mmol) (D7± hx h U ;i/ (12ml) 80tT 3 

£<fc0*ti!!LT, -ry7°nt 0 ^x-x;K^cfcD»^LT, x3Mb 5- [(4-7 



H 
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o^^>v;i/)^->]-lH--r>H-;U-2-*;i/#^~>l/-h (565mg) £H£ 0 
'H-NMR (DMSO-dj) 5: 1.33 (3H, t, J = 6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s), 6.98-7.04 (2H, m), 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 
J = 8.7 Hz), 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H, d, J = 8.4 Hz), 11.77 
5 (1H, s). 

2) SfffSl) T#'5nfcX5\JP 5-[(4-^P : E^>v;W^^]-lH-r> 
F-)V-2-%frtf3ri'l'-b (300mg, 0. 802mmol) ©t- by t h*D7^>(4ml) 
m&\Z, O t CT?7K*'fbU^^AT;l/S-C7A (60.8mg, 1. 60mmol) £SnA, 1 

-f V^otfJUx-x;U«h^W>tJ:D^*^LT, (219mg) £. 

'H-NMR (DMS0-d 6 ) (5: 4.55 (2H, d, J = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 

15 t, J = 8. 4 Hz), 6.16 (1H, s), 6.74 (IH, dd, J = 8. 8, 2.2 Hz), 7.03 (1H, 

d, J = 2. 2 Hz) , 7. 20 (1H, d, J = 8. 8 Hz) , 7. 41 (2H, d, J = 8. 4 Hz) , 7. 57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s) . 

20 4'-#nD-N-[6-[(N, N-zS*?Jl/72.J)*^M-2-i-73 1 )l][l,l'-¥ 




M-rt*-b (237 rag, 0.789 mnol) £ MJ ^Jl^nM (4 ml) iz&M 

m%w&jkmm*na%.* mmx^^rmtHLTz. mmm^mm-kmjkirm 
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^□Dh'7i-J^i^>l (184 mg, 0.789 mmol) tV* : r)V7=i / tf 1 J 
V> (96.4 mg, 0.789 mmol). ^N.N-y/fWMT^ b* (4 
MfcTtz i-x^;u-3-(3-v^^7^/7°otfJW-*;^^5 F±I^i£ 
(151 mg, 0.789 mmol) £iDX., gifiT 1 6P#figjt#Lfc. 5f5S»llf 

(1:5) 0jg£8Jfe$>5i!Si!ifl;U llft^l (207 
mg) £6®l!&*fcbT*lfc. 
10 'H-NMR (DMSO-dj) <5 : 2.19 (6H, s), 3.53 (2H, s), 7.45 (1H, d, J = 8. 4 Hz), 
7.58 (2H, d, J = 8.4Hz), 7.73 (1H, s), 7.85 (7H, m), 8.12 (2H,'d, J = 
8.4 Hz), 8.45 (1H, s), 10.49 (1H, s). 
FAB(pos) : 415.2 [M+H] + 
230-231'C 
15 «#J2 

4 , -^7Dn-N-[6-(l-tfP'J^x;i/^5 1 ;W-2-^75 1 ;l/] [1, l'-t:7xX 



##M2Tf#fc tert-7*3MI/ 6-Cl-tf D U yrj^f JW-2-t7^W- 
20 A^-M387 mg, 1.19 mmol) > ^nak^i-JW^^ (112 mg, 
0.482 mmol)£^T> fWil 1 £|W]f$©»<Hf o Z-t\Z £ DMit^ 
(2 1 2 mg) § 6 £ t T#£. 

'H-NMR (DMS0-d 6 ) 6: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.46 (1H, 
d, J - 8.4 Hz), 7.57 (2H, d, J = 8.4 Hz), 7.75-7.89 (8H, m), 8.12 (2H, 
25 d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
FAB(pos): 441.1 [M+H] 4 

M : 214-217 t C ($SJ|«$ : Bil^-^'f V7°D 
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4' -7 u a-N-[6-0-tf^U 9^^)V)-l-i-y^)V] [l, l' - b*7x- 



A^-KlOOmg, 0.42 mmol) t l'-^DOt'7x^M>i (116 m, 

'H-flMR (DMSO-d 6 ) 6: 1.41-1.51 (6H, m), 2.37 (4H, m), 3.56 (2H, s), 7.46 
10 OH, d, J = 8. 4 Hz), 7.58 (2H, d, J = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
MA: 220-222t: (MttS : SUf ihy< V^D Wl-f 

N-(4-7P : t7x-;W-6-[(v^^75y)^5 L ;W-2-^y h75 H 



#ffj4THfc N- (4-7*0^7 x-;W-6-(k F v^^JW-2-^7 h 
7^ H(349 mg, 0. 980 mmol) . b U >(0. 164 ml, 1. 18 mmol) £ N, N- 
y^f;^M75 F(5 jiDMU KfitTmk*? >7Jl/fc;K0. 091 
ml, 18mraol)&jQ^^30^F B m^L7t„S^tv^^^7S>^m(160iDg, 
20 96 mraol)i:^m*U7A(406 mg, 2. 94 mmol) £DP*_, 60131: 16 BfTO^b 

i&re&^u m*m&i-bv wiiML/c, ^mic 

v-T7 7°Pe;i/X-x;i/^iQ^|g B B H ft:L^ »fb£TO35 mg)£afiM<h 
25 'H-NMR (DMS0-d 6 ) 6: 2. 19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 




5 



##f!]3"?#fc tert-y^^ 6-(l-h°^U i?-)l*^)V)-2-j-7^)Vfi- 



15 
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d, J = 9.0 Hz), 7.87 (1H, s), 8.00 (3H ,m), 8.54 (1H, s), 10.52 (1H, s), 

mm 5 

N- (¥-9 □ o [1 , 1'- h* 7 xX;H -4-< JW -6- C (N, N- v*/ 3^7 * J ) * 5f 




4 N- (4-7* 7i^W -6- [ (v 5 ;* ^)V7 5/)^ 5f ;W -2-^- 
7 h75 H (128 mg, 0.334 mmolh 4-7 U U 7xrMD >B$(62. 7 mg, 401 
mmol). 2^M$^HJ7A(0.668 ml, 1. 34 mmol) § f^X* > (3 
mOtxh^k h*D7^>(0. 3 ml) cftrl-gig^KlMU g^#H^T> rh 
10 7*7. h'J7x-MX7.^ >A°^v7A(11.6 mg, 0. 01 mol) £tJ0?L 90*C 

^Sll^iy-f 77nk°^x-x;i/ (1 : 3) 0l^SA s 68fiftb» 

15 $mtt&*to (42 mg) §afe«ibT#7c 0 

'H-NMR (DMS0-d 6 ) 6: 2.21 (6H, s), 3.59 (2H, s), .7.51 (2H, d, J = 8. 7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 
J&M. : 240-242T: 

20 IIW 6 

4 , -^PD-N-[2-[(N > N-^^^7^y)^7-;w-6-^y ux;w [1, r-tf 



7x-;H-4-7j;i/#^it5 F 

.N. 




1) #3t«aj5T#fcN-[2-(t FD^>;WW-6-*/ U XJ1/] 7"fe h7 5 
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F (92.3 mg, 0.427 mmol) £ bUX3MK75> (0.0712 ml, 0.512 mmol) 
^NJ-y/fWATS F(2 ml)»$i?U mt*$>Z)l*- 
)l (0.0396 ml, 0.512 miol) ZM?^ 3 OftfflMWLfc, BtlCy^?^ 
7$>M& (69.6mg, 0.854 mmol) i»'J^A (177 mg, 1.28 mmol) 

% ^-)V\ -6-3V U 7ir F 7 5 F (71.9 mg) £«t)<hbT*#fco 
10 'H-NMR (CDC1 3 ) a: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J ='9.0 Hz), 8.09 (Iff, d, J = 8. 4 Hz), 8.31 (1H, 
s). 

2 ) mm 1 ) N- [2- [ (N, N-e* ;* 5^7 5 7)^ -6-+ / U 

7-feh75F (1 . 9 mg, 0.296 mmol) (1.5 ml) K«U 1 1 Ot 

>)at:W, «ffiTfc»*Bbfc. #e>ft£M, 4'-^dDt*7x-;i/*jw 

(68.8 mg, 0.296 mmol) £^^75 / hf'J v> (36. 1 mg, 0.296 
mmol)£N,N-:x^;i^;PA75 F0.5 ml)(C^?U TOT, I-X^U-3- 
20 (3-?*3\fc75 y7°Dhf;l/)-^;U#v-rs F4g&ig (56. 6 rag, 0. 296 mmol) 

^- ft&x^W fc,fc!3*it$!U «xf;i/-y^ y 7p tf)U 

25 X-7-;V (1 : 5) ^6^JMbU Mik-^tj (60.6mg) §6M*tLT 

'H-NMR (DMS0-d 6 ) <5 : 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz),- 7.96 (1H, d, J = 9. 0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz), 8.29 (2H, d, J = 
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8.4 Hz), 8.52 (1H, d. J = 2. 1 Hz), 10.60 (1H, s). 
FAB(pos) : 416.1 [M+H] + 
St& : 219-221*0 . 

4* -dv^u -N- [2- (i- 1° p u it- jm 5f ;w -6-^ / u [1 , r - 1: 7 x 



1) ^^S-r^cN-K-CtHD^^^W-e-^/U^WT-fehTS 
F£ t:o U S^S/BWr, HJS^J 6 CO 1) tl^OJift^fi 1 ^ C tlcfc 0 , 
10 N- [2- (1- tT D U i?~)V* 3-)V) - 6-+ y U h 7 5 F * 66f#* t b 

'H-NMR (CDClj) 5:1.85 (4H, m). 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (1H, s), 7.98 (1H, d, J - 9.0 Hz), 8.07 (1H, d, J = 
8.4 Hz), 8.29 (1H, s). 

15 2 ) lute i) T?#fc n- [2- a - tr n u -6-* / u -;H 7-th 

75 F£ 4'-7MDk*7xZMM>^^ffl^T, ^ » 6 0 2 ) t MM 
(DMftZftO Z.t\Z&Y), &mi£e>toZ bTtifec 
'H-NMR (DMS0-d 6 ) 5:1.76 (4H, m) , 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 
m), 7.59 (1H, d, J = 8. 4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
20 d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 426.1 [M+H] + 

fifc^ : 190-193X: : »X^- : M V7°P tfJVX-x^) 

4" P P-N- [2- (1 - tf P U y-J^fiW -6-^ / U W [1 , 1 ' - 1*7 x - • 

25 ;i/]-4-*;i/#+-y-$ F 
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mmm 7<dd n- [2- a - 1? □ u -xjm -6-+ / u ~; w 7-tr h 

5 'H-NMR (DMSO-d^ 5: 1.77 (4H, m), 2.65 (4H, n), 3.98 (2H, s), 7.59 (3H, 

m), 7.59 (IH, d, J = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (IH, 

d, J = 8. 4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 

FAB(pos): 442.1 [M+H] + 

mk •• 200-202 -c ofgji«$ .• mm^^-^ v 7°n trjpx-x;w 

io HMfi 9 

4' -7;M-D-N-[2-a-tf^u ~7x;v^;w-6-3v u [1, i'-t'7x 
-;H-4-^;i,^^-!ts h 




1) ##^J5T#feN-[2-(h HP^i/^^;U)-6-^y U^W7th7S 

"H-NMR (CDC1 3 ) 6: 1.47 (2H, m), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2.4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
20 d, J = 8.4 Hz), 7.98 (1H, d, J = 9.0 Hz), 8.08 (IH, d, I = 8.4 Hz), 8.30 
(1H, d, J = 2.4 Hz). 

2) ffjfBl) Ti#feN-[2-(l-kf^U^-Jl^^^;i/)-6-^y U~;W7izh 
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'H-NMR (DMS0-d 6 ) <5 : 1.44 (2H, m), 1.56 (4H, m),. 2. 50 (4H, m), 3.77 (2H, 
s), 7.35 (2H, m), 7.50 (1H, d, J = 8.7 Hz), 7.81-8.14 (8H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 C1H, d, J = 2.0 Hz), 10.51 (1H, s). 
FAB(pos): 440.2 [M+H] 1 
5 «,£ : 202-204T: (*£H«$ : ft^X^-vM' V7*D if^X-?^) 

mmm 1 o 

4'-^nD-N-[2-(l-K^'Jy-JMfJW-5-^y iJ-JW[l,l'-t'7i- 



7a K£ 4'-£nai£:7xx;i,;&;i,#>iS&fflv*T, «#]6<Z)2) 

'H-NMR (DMS0-d 6 ) 6: 1.47 (2H, m), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 
s), 7.61 (3H, m), 7.81-7.90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
15 = 8.4 Hz), 8.57 (1H, s), 10.65 (1H, s). 
FAB(pos) : 456.1 [M+H] + 

: 211-213'C ffi&<mm : SiX^-y^y7°Dt^X-fiW 
l»J 1 1 

4" -v □ n-N- [2- (4-^ U x ^;i/) -6-+ y U x;W [l,i'-f7iz 
20 JW-4-#;i/tf^ij-a H 



1) #.#0iJ5TWcN-[2-(t b*D + vpWl/)-6-^/ 'Jr;W7t N75 
K t fcf ^ U v >£I8 ViT, HJ60!I 6 © 1 ) £ |B|$tl ©B&fE £fT 3 £ <h (I J: O . 
»-[2-(4-WJ-;Mf;W-fi-+>' 'J-JW7t K75 K£M<hLTf# 




10 



Ifl 9 © 1) N-[2-(l- U ^x;i^ U x;H 7-fe h 
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'H-NMR (CDC1 3 ) 6 : 2.25 (3H, s), 2.55 (4H, t, J = 4.5 Hz), 3.75 (4H, t, 
J = 4.5 Hz), 3.81 (2H, s), 7.42 (1H, br), 7.51 (1H, dd, J = 2. 4, 9.0 Hz), 
7.60 (1H, d, J = 8.4Hz), 8.01 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 
5 Hz), 8.32 OH, d, J = 2.4 Hz). 

2) itutei) xWzK-to-tt-wfcV-jvt^M-s-*; u^WT-feb 

'H-NMR (DMSO-d 6 ) <5 : 2.45 (4H, t, J = 4. 5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
10 3.74 (2H, s), 7.59 (3H, in), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8. 4 Hz), 7.97 (1H, d, J = 9.0), 8.04 OH, dd, J = 9. 0, 2.1 Hz), 8.13 (2H, 
d, J = 8. 4 Hz) , 8. 30 (1H, d, J = 8. 4 Hz) , 8. 52 (1H, d, J = 2. 1 Hz) , 10. 60 
OH, s). 

7G3SS##HI Cj 7 H J4 C1N 3 0 2 £LT 
15 ff-#{I:C, 70.81; H, 5.28; N, 9.18. 
H^fi : C, 70.66; H, 5.31; N, 8.90. 
M : 236-238T: ■ : Si8xf;H^ V 7°P kf^X-r^) 

mmm 12 

N- [2- (4-^)1/* U xjm J U x;n [1 , f - k* 7 x x;H -4-* ;i/ 
20 T^^itS h* 




l l (D i ra#fc n- [2- (4-^)1/* u -;u^^;b)-6-+y u 7-fe 

25 'H-NMR (DMSO-d 6 ) 6 : 2.47 (4H, t, J = 4. 5 Hz), 3.61 (4H, t, J = 4. 5 Hz), 
3.74 (2H, s), 7.44 (1H, m), 7.53 (2H, m), 7.61 (1H, d, J = 8. 4 Hz), 7.78 
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(2H, d, J = 7.5), 7.88' (2H, d, J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd, J = 9.0, 2.1Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d, 
j = 8.4 Hz), 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 
7uH##rlI C J7 H„N S 02 • 0. 5H 2 0 t bT 
H-^jt: C, 74.98; H, 6.06; N, 9.72. 



Ill: C, 75.08; H, 6.07; N, 9.80. 

mmm 1 3 

4' -7;1/^-0-N-[2-(4- ; E;1/^U-^^^>'1')-6-^^ U -JW [i,r-t*7x 
10 -;W-4-*;UsJ?+-y-5 H 



I 1 1 © 1 ) -mfc n- [2- (4-=e>* u -jm -6-^ J u - 7-t 

15 'H-NMR (DMS0-d 6 ) <5 : 2. 45 (4H, t, I = 4.5 Hz), 3.61 (4H, t, J = 4. 5 Hz), 
3.74 (2H, s), 7.35 (2H, m), 7.61 (1H, d, J = 8.4 Hz), 7.84 (4H, m), 7.96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1 Hz), 8.30 (1H, d, I = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59 (1H, 
s). 

20 Ttmtttitm C 27 H 24 FN 3 0 2 £LT 

ft-HM : C, 73.45; H, 5.48; N, 9.52. 
Ill : C, 73.37; H, 5.36; N, 9.52. 
fil£: 211-212=0 (^fbW:imx^-^Vyok°^X-T-;i/) 

%mm 1 4 

25 6 _ (4^^7 X - ; W -N- [2- U -)V * ^)V) -6-+ J U =- 3 
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10 



15 



20 




'H-NMR (DMSO-dj) <5 : 2.39 (3H, s), 2.45 (4H, t, J = 4. 5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (ZH, d, J = 8.4 Hz), 7.62 (1H, d, J 
= 8:4 Hz), 8.01 (2H, m), 8.12 (3H, in), 8.31 (1H, d, J = 8.4 Hz), 8.42 
OH, dd, J = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2.4 Hz), 9.23 (1H, d, J = 
2.4 Hz), 10.72 (1H, s). 
7C&##M! C !7 H 26 N 4 0 2 • 0. 5H 2 0 tVX 

TOM : C, 73. 95; H,5.98; N, 12.78. 

H^ffl : C, 73. 92; H.5.92; N, 13.01. 
j»£ : 214-216-C (filial : Sllfil^-yl' V7°u ¥)VJL-f-)V) 
M0iJ 1 5 

N- [2- [ ^)V7 5 J ) * f-M -6-* / U W [l,r-t'7x-)W -4-* 
o 




mmm 6 © 1 ) nmz n- u- i (n, n 7 ^ s j ) ^ 9 1 ; w -6-* y u ~j w 

'H-NMR (DMS0-d 6 ) (5 : 2. 23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7. 8 Hz) , 7. 88 (2H, d, J = 8. 4 Hz) , 7. 96 (1H, d, 3=9.0 Hz) , 8. 04 
(1H, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2.1 Hz), 10.59 (1H, s). 
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Ttmffim- C 25 H J3 N 3 0i:tT 

ff#fit : C, 78.71; H, 6.08; N, 11.02. 

^£41 : C 78.44; H, 6.07; N, 11.01. 
MA : 191-194*C GgiMb@$ : H1?@£x^;U- v< V^o tfJUX-xJW 
1 6 

n- [2- [ ( ^7 5 J ) / w -6-+ j u w -4" - □ [1 , r - tf 7 




10 7th75Fi4'-7Jl/tPt*7x^Jl/W>t^^T, «#I602) 
t W&DWfe £fr "5 H £ <fc D , g®fb£<8l t UT#fCc 
'H-NMR (DMSO-de) 6 : 2. 23 (6H, s), 3.67 (2H, s). 7.35 (2H, m), 7.58 (1H, 
d, J = 8.4 Hz), 7.84 (4H, m) , 7.96 (1H, d, J = 9. 0 Hz), 8.04 (1H, dd, 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 (1H, d, J = 8. 7 Hz), 
15 8.52 (1H, d, J = 2.3 Hz), 10.58 (1H, s). 
7C^^*ffi C 25 H 22 FN 3 0 <bLX 
SfJMS : C, 75.17; H, 5.55; N, 10.52. 
iRfi : C, 74.89; H, 5.60; N, 10.52. 

: 205-208T: «§HttM : iix^-y^f V7°P fcT^X—rJlO 
20 1 7 

N-[2-[(^f;!,7$;)^ -6-4 1 y U x;W -6- (4-* =p;1/ 7 x - ; W - 



3 5 1 >7S K 




ISM 6 © 1 ) T'f#£ N- [2- [ (N, ti-i>*?)V7 W -5-* / U - ;w 
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'H-NMR (DMSO-dj) 6 : 2.23 (6H, s), 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, m), 8.12 (3H, .m), 
5 8.30 (1H, d, J = 8.7 Hz), 8.42 (1H, dd, J = 8. 4, 2.4 Hz), 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz), 10.72 (1H, s). 
7C&#*fte C !S H !4 N 4 0tlT 
H-^iS : C 75.73; H, 6.10; N, 14.13. 
Uti : C, 75.44; H, 6.19; N, 14.12. 
10 M: 220-222'C GSSHteM : SKx^-^-f V 7n b^X-~rJW 
1 8 

4* □ O-N- [2- [(2,5-y^ - bf D U S?XJ V) * -6-* 7 U - 



15 1) ##^!|5T#fcN-[2-(t:KP^>'^5 1 ;W-6-^/Ux;W7-feN7 = 
F t tf^U v^ffl^T, 6 <D 1 ) fcpsHito £ £ C«fc 0, 

N- [2- [(2, 5- 7-;i/-l- tf □ U V-M 7 7-;W -6-+ 7 U -)V] 7-fe b 7 ^ h* 

'H-NMR (CDC1 3 ) <5 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m), 3.98 (2H, s), 7.53 (1H, dd, J = 2. 2, 9.0 Hz), 7.69 (1H, d, J 

= 8.4 Hz), 7.80 (1H, br), 7.97 (1H, d, J = 9.0 Hz), 8.03 (1H, d, J - 8.4 

Hz), 8.29 (1H, s). 

2) $131) Tl#7cN-[2-[(2,5-^75 1 >-l-tfPU^x;i,)7?;W-6- 

*/'Jx;i/)7-feh7S K£/Bfrvr, »F!l6©2) tTO©SfP*ff "5 
25 £«k9,' t»*^M*ilT#fc. 

FAB(pos) : 470. 2 [M+H] + 



Me 
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mmm r 9 • 



Me 




1 8 ® i ra#fc n-C2-c(2, 5-v^^;v-i-t:D u 

FAB(pos) : 454.2[M+H] + 
g» 2 0 

N-[2-[(2, 5-y^fJl/-l-fa'J >*-;W * 3S>H-6-3V U -JW DJ' -t* 7 



Me 




«^ 1 8 05 1 ) Tttfc N- [2- [ (2, 5- v** 3MU-1- If D 'J S?n;W * -6- 

15 C«fcO, ^I{t-&*^i«<!:lT#fc 0 
FAB(pos) : 436. 2 [M+H] + 

mmm 2 1 

4- (4-^5 1 ;U-l-tf^ , J JW -N-[2- (1 - h: O U ?•)),) / U — 
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mmW 7©1) T'#fc N- [2- (1- fcf o >J V n > ^ 5PJV) -6-+ 7 U -;H h 

'H-NMR (DMSO-de) 5 : 0. 98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, m), 1.80- (4H, m), 2.62 (4H, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9. 0 Hz), 7.57 (1H, d, J = 8. 7 Hz), 
7.65 (1H, dd, J = 2.4, 8. 7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429.3[M+H] + 

200-202^ (Mi§| : ^l^-y-f V^nHJU-f ;W 

mmm 2 2 

4- (2-^-4=- V-l- tf ^ U v-JW -N- [2- (1- M u U v " -6-* J U r. 



«#J7© l)T*#fcN-[2-(l-fcTD iJy-iMfJW-Ky U-JW7-fe h 

'H-NMR (DMS0-d 6 ) <5 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J = 8.4 Hz), 7.59 (1H, d, 1 = 8.4 Hz). 
7.68 (1H, dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8. 4 Hz), 8.06 (1H, d, 
J = 9.0 Hz), 8.11 (1H, d, J = 8. 4 Hz), 8.30 (1H, br), 8.45 (1H, d, J = 
2.3 Hz). 

FAB(pos) : 429. 2 [M+H] + 
25 MA: 230-212t: (MMig : Wm^)V~ : M V7°P \DVJL-y-)V) 

mmm 2 3 

4' -9 a P-N-[2-[[(2R, 6S)-2, 6-vtWM- ti^'J *J~M ^)V\ -6-* 




15 
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J U-;W [i,r-tf7xn;W-4-*ju^it5 F 



Me 




###J 8 Tf# e. tilt 4' □ □ -N- [2- □ D * W -6-+ 7 U ~ 
JV][l,l'-t'7i^W-4-j!j^nF (100 mg, 0.246 mmolh (2R.6S)- 
5 2,6-^pWl'tWJ^>(0.331 ml, 2. 46 mmol) <hMM# U $ A (67. 9 mg, 
0.491 mmol)(Z)v^^;i/^A75 F0.5 ml) 80tT'3P|fWt 

-)Vt^ V^u^frJL-^ll^MWc&hTi&mik&m (65mg) »il 

10 'H-NMR (DMS0-d 6 ) 6 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 (2H, d, J = 8. 4 Hz), 7.75 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8. 4 Hz), 8.27 (1H, d, J = 8. 4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 

15 FAB(pos) : 484 [M+H]' 

mmm 2 4 

4' P P-N- [2- [ (4-* 9M1/-1- V. ^ y yZiW * -6-=^ / U - 




20 #%#J 8 ti# e>nfc 4'-^PP-N-[2-(^PP^^;w-6-^y u~ 

;i/][i,r-t*7x-;w-4-£;i^*+i-s F£ffl^x, HM#j2 3 t^i^©^ 

'H-NMR (DMS0-d 6 ) (5 : 2. 16 (3H, s), 2.35-2.50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H, d, J .= 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H, ■ 
d, J = 9.0 Hz), 8.04 (1H, m), 8.13 (2H, d, J = 8. 4 Hz), 8.29 (1H, d, J 
= 8.7 Hz), 8.53 (1H, s), 10.61 (1H, s). 
FAB(pos) : 471.2[M+H] 4 
5 BSj&: 215r (ftffi (^ B H H «^:Mx^;V-V'1'y^Dt!;i/X-x 

;w 

mmm 2 5 

4' u a-N-[2-[(2-*3MI/-4, 5-yt h* D-lH-f M ^ 



###1 8 T# 6 tlfc 4' p D-N- [2- □ □ X -6-^ 7 U X 

'H-NMR,(DMS0-d 6 ) 5 : 1.97 (3H, s), 3.21 (2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s) , 7.46 (1H, d, J = 8. 4 Hz), 7.58 (2H, d, J 
= 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8. 4 Hz), 7.97 (1H, 
d, J = 9. 0 Hz) , 8. 07 (1H, dd, J = 9. 0, 2.1 Hz) , 8. i 3 (ZH, d, J - 8. 4 Hz) , 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2. 1 Hz), 10.63 OH.' s). 
FAB(pos) : 455[IU+H] + 
20 2 6 

4' □ D-N- [2- (1 , 3-5 1 7 7 U V >-3--f )M 5f )V) -6-* / U ~)V] [1,1'- 
tf7x-;i/]-4-^;l/^^r1ta H 



Me 



10 
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8 1# e» titc 4' - 2 o □ -N- [2- □ o ;* ^; w -6-=wu n 

jW[l,l'-t'7xrjV]-4-y!3M+t5 K^ffl^T, 3t^Og^ 

'H-NMR (DMS0-d 6 ) 6 : 2.94 (2H, t, J = 6.0 Hz), 3.12 (2H, t, J = 6.0 Hz), 
5 3.78 (2H, s), 4.09 (2H, s), 7.58 (2H, d, J = 8. 6 Hz), 7.70 (1H. d, J = 
8.0 Hz), 7.83 (2H, d, J = 8. 4 Hz), 7.89 (2H, d, J = 8. 4 Hz), 8.00 (2H, 
m) ( . 8.14 (2H, d, J = 8. 6 Hz), 8.34 (1H, d, J = 8. 8 Hz), 8.56 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 460[M+H] + 

lp mmm 2 7 

.4' -2 D o-N-[2-[(2, 2, 6, 6-7 h 7 ^JU-l-t^U 
J U -M [l, r-t'7x-JW-4-*)^W5 H 



Me 




#^F!|8T'f#e>nfc4'-^PP-N-[2-(^Pn^5 1 ;W-6-+y u~ 

'H-NMR (DMS0-d 6 ) 6 : 1.02 (12H, s), 1.56 (6H, m), 4.01 (2H, s), 7.59 (2H, 
d, J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, m), 8.13 (2H, d, J = 8. 0 Hz), 
8.27 (1H, d, J = 8.8 Hz), 8.51 (1H, s), 10.59 (1H, s) . 
20 FAB(pos) : 512 [M+H] + 

mmm 2 s 

4' -9 a D-N- [2- [.[4- (2- M U V-M-X-M* y VzlM * =f-)V\ -6-+ / U 

^;W[i,i'-^7x-;w-4-*;i/sj54iJ-a F 
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##f!i 8 T*§ tlfz 4' -Z □ D-N- [2- P D * ^; W -6-* / U ~ 

■H-NMR (DMS0-d 6 ) 5 : 2.36 (4H, m), 3.31 (4H, m), 3,60 (2H, s), 6.43 (1H, 
m), 6.61 (1H, d, J = 8.8Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7.75-7.95 (5H, m), 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534[M+H] + 

mmm 2 9 

4'-^nD-N-[2-[[4-(2-^5 1 ;i/7x-;i/)-l-tf^U^x:;H^^JW-6-+ 

/ u -;n [1, r -t^x^jUH-^^^^s h 

.N. 




##0iJ 8 Tit 5nfc4'-^OD-N-[2-(^DD^ J-)V) -6-4- / U ~ 

'H-NMR (DMSO-dj) 5 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 

m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8.4 Hz), 7.67 ClH, 

d, J = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 

(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FAB(pos) : 546 [M+H]' 

mm 3 0 

4' - $ o D -N- [2- [ [4- (3- * 7 x ~ )V) - 1 - 1° ^ U V -)V] / -6-4 1 
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J U~JM [l,l'-t*7x-Ji/]-4-#Jl/#=M^ H 




###J 8 T# £ nfc 4' □ P-N- [2- p □ * -6-3f 7 U - 

;i<3[i,r-b?7x-;u]-4-*;^+its H&ffl^T, HS£#J2 3t^ioSf^ 

"H-NMR (DMS0-d 6 ) 5 : 1.71 (4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, m), 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J = 8.4 Hz), 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 546 [M+H] 4 
10 Hffi^J 3 1 

4'^no-N- [2- [ [4- (4-* ^)Vy x r. )V) -1- U i?-)V] * -6-^ 




8 T'# £ tlfc 4' -7 P P-N- [2- (7 P P * -6-+ 7 U — 
15 [l,l'-t'7x-JW-4-AJl/m5 K£/8V*T, HM0IJ2 3£[ttfi©iif£ 

'H-NMR (DMS0-d 6 ) <5 : 1.71 (4H, m), 2.20 (3H, m), 2.26 (3H, s), 2.96 (2H, 
m), 3.78 (2H, s), 7.12 (4H, m), 7.61 (3H, m) , 7.83 (2H, d, I = 8.6 Hz), 
7.90 (2H, d, J = 8.6 Hz), 8.03 (2H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 
20 OH, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 546 [M+H] + 

mmm 3 2 

4' - 7 P P-N- [2- [ (2-7 x - )V~A, 5- k K P -1 H— f 5 1 ; W ^ 

y u ~;u] [1 , 1 ' - k* 7 x ;uw jvtftt $ H 
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8 T1# 6 ftfc 4' P D-N- [2- it? U U * J-)V) -6-^ 7 U ~ 

5 'H-NMR (DMS0-d 6 ) <5 : 3. 46 (2H. in), 3.82 (2H, m), 4.51 (2H, s), 7.48 (3H, 
m), 7.61 (4H, s), 7.79-8.16 (9H, m), 8.36 (1H. d, J = 8.8 Hz), 8.58 (1H, 
d, J = 1.8 Hz), 10.65 OH, s). 
FAB(pos) : 517[M+H] + 

mmm 33 

10 4' D n-N-[2-(3, 4-yt H D-l (2H)-*7 U U - 

)W[l,l ? -tf7x-;i/]-4-*J^^= H 




##09 8T?®e>ft& 4'-^DD-N-[2-(^DD/?JW-6-^; U~ 

'H-NMR (DMSO-dj) <5 : 2.00 (2H, m), 2.79 (2H, i), 3.55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, m), 6.82-6.94 (2H, m), 7.38 (1H, d, J = 8. 4 Hz), 7.58 (2H, 
d, J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 
(2H, m), 8.13 (2H, d, J = 8. 4 Hz), 8.27 (1H, d, J = 8. 4 Hz), 8.55 (1H, 
20 d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 504 [M+H] + 
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mmm 3 4 

4' ->? p p-N-[2-(3, 4-i/t H a-2 (1H) — f V^J U ~)V^ -6-+ / U 



8 6) tltc 4' -2 □ P-N- [2- (9 P D / / U - 

JHtU'-k^x^W-^JVWS K£JBV>T* »#J2 3t^OSf^ 

'H-NMR (DMS0-d 6 ) 5 : 2.77-2.83 (4H, m), 3.64 (ZH, s), 3.93 (2H, s), 
7.03-7.11 (4H, i), 7.57 (2H, d, J = 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
7.82 (2H, d, J = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01 (2H, in), 8.12 
(2H, d, J = 8. 4 Hz), 8.30 (1H, d, J =8.4 Hz), 8. 54 (1H, s), 10.62 (1H, 
s). - 

FAB(pos) : 504[M+H] + 
MM®\ 3 5 

4' -2 u P-N- [2- (2, 3-^k HD-1H--T > h*-JWW )V^M-^J 'J 
ZJV][l,r-t'7x^JW-4-^M+1t5 H 



###J 8 T*# t> tltc 4' -tf D □ -N- [2- □ P * ^JW -6-* ^ U - 

'H-NMR (DMS0-d 6 ) 6 : 2.96 (2H, m), 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7.09 (2H, m), 7.57 (3H, id), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, 
d, I = 8.8 Hz), 8.02 (2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.32 (!H,-d, J 
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- 8.8 Hz), 8.55 (1H, d, I = 2.2 Hz), 10.63 (1H, s). . 
FAB(pos) : 490 [M+H] 4 

mmm 3 6 

4" -V u D -N-[2- C1H-- f 5 ^/-^-l-f J-)V) -6-+ / U [1, 1 ' - 
5 t? 7 - - k) -4-* M *tJ- 5 F 



8 6 nfc .4' P □ -N- [2- D D * -6-* 7 ' J - 

10 "H-NMR (DMSO-de) 6 : 5. 49 (ZH, s). 6.96 (1H, s), 7.28 (2H, m), 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8. 6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H, d, J = 2. 2 
Hz), 10.65 (1H, s). 
FAB(pos) : 439 [M+H] + 

15 3 7 

4' -2 P P-N-[2-[(4-7 xr.;V-l-tf^5 z?~)D *J-)V\-*-*J U - 



###J 8 T# 6 nfe 4' - # □ □ -If- [2- ( ^7 p p ^ J-M - / 1 J - 

20 ;W[i,r-tf7xn;W-4-*;pjj5+-y-5 K£ffl^T, »#J2 3tmm<Dtm 

Sfr5C:£fc<kD, &J^t£& £LT#fc. 
'H-NMR (DMS0-d 6 ) 5 : 2. 62 (4H, m), 3.17 (4H, ra) , 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, J = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8. 8 Hz), 
7. 69 (1H, d, J = 8. 8 Hz) , 7. 83 (2H, d, J = 8. 8 Hz) , 7. 89 (2H, d, J = 8. 6 




N 



CI 
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Hz), 8.01 (2H, m), 8.14 (2H, d, J = 8.6 Hz), 8.32 (1H, d, I = 8.6 Hz), 
8.56 (IH, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533CM+H]' 

mmm 3 8 

4-(4-7MD7i xj W -N- [2-0-tfn'J it-Jl * ?)V) - 6-+ J U -M - 

i-tr^u^>#Ji^*-9-5 h 



##^97?#fc2-'(l-tro'J> ? — ;i'^5 L ;W-6-+/"J^75> (500 mg, 
2.2 miol) tt!U^> (0.356 ml, 4.4 mmol) ©t" h v t K o 7 7 (11 
10 ml)k:> SKfrT* 4-^h07i^MDD*JW-b (488 mg, 2.42 mmol) £ 

(11 ml) £DP;Lfc. £i&T, fflfr b fc# £ 4- (4-7;l/* □ 7 x - ;W ^Ux> 
MI (569 mg, 2. 64 mmol), 4 ^tK^II^ h U 7 (0. 66 ml) £jjn 

x.> 2P$M#Lfco Mx^;i/> 7jc£in;UftajU W««^7j<» Mb, 
15 nm^yjis.i-^y^^n^h^fyy^- (IiSI;WifJl') fc«k 
OflfiU K&x^l'-^-f y7*Ptf;i^x— rJWS^ISft;^ (612 mg) 

'H-NMR (DMS0-d 6 ) 6 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.81 (2H, s), 4.34 (2H, m), 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8. 4 Hz), 7.82 (2H, s-L ike) , 8.07 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.83 (1H, s). 
FAB(pos) : 433.2 LM+H] 4 

M : 206-207X: ($jJI{fcM : B^ffiX^l/- >>-f 7 7°d O/X-tMU) 
3 9 • 

25 4- 7 x - ;U-N- [2- (1 - tf P U y-JMfJW - 6-+ / U x;W - 1- tf ^ U v > 
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9 rmc 2-(i-t°P u v-fr*? Ms-*/ u-;P7S y^m^x. 

5 'H-NMR (DMSO-de) a : 1.59-1.85 (8H, m), 2.50 (4H, m), 2.73 (1H, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m), 7.20-7.34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FAB(pos) : 415. 3[M+H] + 
io M: 187-189t: (^mm:Mm^^-^-iVy°aifJVX.— r)V) 

4- (4-^ D □ 7 x.-;W -N- [2- (1- tf U U v - -6-* / U —M -1 - 




'H-NMR (DMS0-d 6 ) (5 1.58 (2H, m), 1.72 (4H, m), 1.80 (2H, m), 2.50 (4H, 
m), 2.79 (1H, in), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, m), 7.34 (4H, 
20 in), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB(pos) : 449.2[M+H] 4 

mm. 205t: (foM) (m&<mm ■■ mm^jv-^vyu^jvx-^ 
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iifH i 

4- (4-* f^7x-;W -N- [2- (1 - tf D u -6-+ / U -1 - 



5 ##^!|9Tr#fc2-(l-t 0 DU^-^^^;W-6-+y U-JP75>*ffl^T, 

'H-NMR (DMSO-d 6 ) 6 : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H, 
s), 2.50 (4H, i), 2.72 (1H, m), 2.91 (2H, m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, J -8.4 Hz), 7.82 (2H, s-like), 8.08 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429.3[M4H] + 

M: 214-216-0 : mWlX^fr- ¥4 77n h^X~r;W 

15 6 _( 4 _^ f.^->7 X -;w-N-[2-(i-HPU^x^^5 L ;w-6-+ygnjH- 



20 ft^lfel»*tLT#fc 0 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (5H, s-like), 7.10 

(2H, d, J = 9.0 Hz), 7.59 (1H, d, J = 8. 7 Hz), 7.98 (2H, m), 8.11 (1H, 

d, J = 8.4 Hz), 8. 18 (2H, d, J = 8.7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
(1H, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 
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FAB(pos) : 439. 2[M+H] + 

210t: (jffi) (Mjb^rMx^-v-rV^Ptf^X-T- 

HM4 3 

5 N-[2-(l-tfD'J v~;M9MV)-6-3V U-JW [1, 1* -tf7 x.-)V)-l-f) )l 

i 

H 

7 © 1 )T*mfc N-[2-(l-t!P U 'J-frtf-M-S-^-S U -JW 7ir h 
TSKSfflViT. M#]6©2) iPI«|O^S:ff''5^fcfc«tD. &mfc& 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, n), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 

m), 7.78 (2H, d, J = 8. 1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 

8.12 (2H, d, J = 8.1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2. 0 
Hz), 10.60 (1H, s). 
15 FAB(pos) : 408. 2[M+H] + 

6-(BD07i ~)V) -N- [2- (1- fcf D U i?~)V* ^)V) -6-^ J U =-)V] - □ 
^>75 H 




mH&m 7 © Dtllf: N-[2-(l-k*D U 5*-;M3\>W-6-*/ U ~ JU] 7ii h 
KSffl^t, H;M6©2) £l^*£©«£fT?££f;:£D, ^m-ffc^ 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 
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m), 8.01 (2H, m), 8.28 (4H, m), 8.48 (2H, m). 9.25 (1H, d, J = 2.2 Hz), 
10.76 (1H, s). 
FAB(pos) : 443. 2[MfH] + 

»£: 225-22713 (g H B B W : S|X?^-y-f V7 s nkVH-f;W 
5 HW4 5 

6- (4-7 MD7i -)V) -n- [2- (1- tf D U 5^1") -6-+ 7 U - 



mfaM 7 (D 1 ) N- [2- (1- tT n U V- 5 1 ; W - 6-+ / U W T-fe h 

10 75K£ffl^T, ^£#16 ©2) t^i«^ff^tta^ 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
m), 7.60 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (1H, dd, J = 8. 4, 2.1 Hz), 8.51 (1H, d, J = 1.7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427. 2 [M+H] + 

m& 21013 cm&imm .• wm^)\>-vi v-fu e;ux-> tM 
mffiMi 6 

6- (4-* ^Jl/7x -N- [2- (1 - M □ L) y-JMf;W -6-* / U - J W X □ 
20 5^>75 h* 



75 F^lit, »^6©2) £EiflS0&fe£fT e> ^ ^tcj; D, Sltt^ 




N 
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'H-NMR (DMS0-d 6 ) 5 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H. d, J = 8. 1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.13 (3H, m). 8.29 OH, d, J = 8.4 Hz), 8.42 (1H, dd, J = 8. 4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz), 9.22 (1H, d, J = 2.2 Hz), 10.73OH, s). 
5 FAB(pos) : 423.2[M+H]* 

M& : 207-209X: CliJMlM : *M tf JI/X-xJW 

4' P P-N- [2- [ [4- (4- 7)]s*W<>*M)V)-\-\dm * - 

6-^ 7 U ~)V] [l,l'-t*7x " )V\ -i-%)Vtf*Ur 5 H 




8 Tl# S tlfc 4" p d-n- [2- (^DD^ -6-* 7 U - 

'H-NMR (DMS0-d 6 ) 6 : 1.76 (4H, in), 2.28 (2H, a), 2.89 (2H, m), 3.40 (1H, 
15 m), 3. 79 (2H, s), 7.37 (2H, m), 7.62 (3H, in), 7.83 (2H, d, J = 8. 4 Hz), 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m) , 8.31 (1H, d, J = 8. 6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578 [M+H] + 
mMM4 8 

20 4' □ P-N- [2- [ [4- (4-£ □ P^ > 7< ;W -1 - tM U v - ;w 7 JW -6- 

^ y u [i , i ' - 1* 7 x - m -4-* 5 h* 




##09 8 T# S tltc 4' P P-N- [2- □ □ ^ -6-+ 7 U - 
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'H-NMR (DMS0-d 6 ) 6 : 1.77 (4H, m), 2.28 (2H, m), 2.90 (2H, m), 3.45 (1H, 
m), 3.79 (2H, s), 7.62 (5H, m), 7.83 (2H, d, J = 8. 4 Hz), 7.90 (2H, d, 
I = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 (1H, d, J = 
5 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 
FAB(pos) : 594[M+H] + 
mffiM4 9 

4'-^DD*[2-[W^7-U/)^ 3-M -6-+ J U -)K) [l,l'-t'7i 




8 T# e>nfc 4' P P-N- [2- P D j* J-M / U - 
)V\ [l,r-lf7x-;W-4-*;^^5 F&fflt^T, »fi2 3d:|wia©» 

'H-NMR (DMS0-d 6 ) 6 : 3.17 (3H, s), 4.80 (2H, s), 6.62 (1H, m), 6.76 (2H, 
15 d, J = 8.0 Hz), 7.15 (2H, m), 8.30 (1H, d, J = 8. 8 Hz), 7.59 (2H, d, J 
= 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8. 4 Hz), 7.96 (2H, 
i), 8.13 (2H, d, J = 8. 4 Hz), 8.27 (1H, d, J =8.6 Hz) , 8.55 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 478CM+H]* 

20 mmm 5 0 

• 4'-^DP-N-[2-[[3-(4-7MD^>^JW-l-k^Uy^W^fJW- 
6-^7 U-JW [l,l'-t*7x~;i/)-4-#Jl^^1ta H 
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###J 8 Xm Ztlfc 4' P D-N- [2- (7 □ a * f-M -6-* />J~ 

'H-NMR (DMSO-d 6 ) 5 : 1.39 (1H, s), 1.73 (3H, m), 2.23 (2H, m), 2.91 (2H, 
5 n), 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s) . 
FAB(pos) : 578[M+H] + 

mmm 5 1 

10 4' -7 a D-N-[2-[(4-7x-Jl/-l-tf^'J U- 

;W [1, r -k'7xzjW-4-*;^^a H 




8 T# 6 tlfc 4' - 7 n □ -N- [2- (7 D P * 5 1 ; W - 6-+ 7 'J - 

;n [i,r-if7x-ji/]-4-*;i/2t5^5 HSrffl^r, ztmmvmft 

'H-NMR (DMS0-d 6 ) 6 : 1.74 (4H, m), 2.20 (2H,'m), 2.52 OH, m), 2.97 (2H, 
id), 3.79 (2H, s), 7.27 (5H, m), 7.58 (2H, d, J = 8. 4 Hz), 7.69 (1H, d, 
J = 8. 4 Hz), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, d, J = 8. 4 Hz), 8. DO 
(2H, n), 8.14 (2H, d, J =8.8 Hz), 8.31 (1H, d, J = 8.4 Hz), 8.54 (1H, 
20 d, J = -1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532[M+H] + 

Mnm 5 2 

l - (4-7 a a 7 x n;w -N- [2- (l - tf n u i>~)V * J-M -6-3- J U " ;H -4- 
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N 




O 1 ' 



N 



H 



i 



CI 



mmm 7 ® i ) vntc n- [2- a- tr □ u ^x;m ^jd -6-* ; v ~m 7* h 

5 'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.76 (2H, m), 3.83 (2H, s), 6.99 (2H, d, J = 9.0 Hz), 7.24 (2H, d, 
J = 9.0 Hz), 7.55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, J = 8.8, 2.2 Hz), 
7.90 (1H, d, J = 8.8 Hz), 8.21 (1H, d, J = 8.8 Hz), 8.38 (1H, d, J = 2. 2 
Hz), 10.26 (1H, s). 

10 FAB(pos) : 449CM+H]* 

JAM. : 204-206t: (*gH«E : SftlX^JI/- *M V7°D t!;|/X-x;l/) 
%W\ 5 3 

N- [2- [ (2-^ > ^;i/-4, 5-5? k H n-lH—f 5 --f ;w * w -6-4- 

y U-;w-4'-^Po[i,i'-t:7x-;u]-4-*;^^it5 H 



'H-NMR (DMS0-d 6 ) 5 : 3.22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7.17-7. 33 (6H, m), 7.57 (2H, d, J = 8. 4 Hz), 7.82 (2H, d, J = 8. 4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H, m), 8.12 (2H. d, J = 8.4 Hz), 
8.25 (1H, d, J = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 



15 
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FAB(pos) : 531 [M+H] + 

mm 5 4 

N-[2-(l- 1: ^ U V-)V* -6-* J U ~M [l,l'-k'7x ~M -4-# Jl/ 




1) ##^J5T^fcN-[2-(kHn^^^^;W-6-^y U^;W7-kh75 

N- C2- (l- tf ^ U >^;M -6-+ / U ~ ;W 7-fe h 7 5 K **tfc. 

'H-NMR (CDC 1 3 ) 5 : 1.38-1.70 (6H, n), 2.24 (3H, s), 2. 38-2.53 (4H, m), 
10 3.76 (2H, s), 7.52 (1H, dd, 1 = 2.6, 9.2 Hz), 7.63 (1H. d, J = 8, 4 Hz), 

7.67 (1H, br), 7.99 (1H, d, J = 9.2 Hz), 8.07 (1H, d, J = 8.4 Hz), 8.31 

(1H, d, J = 2.6 Hz). 

TciMl C 17 H 2i N 3 0 ■ 0. 25H 2 0 tVX . 
Wr&fc : C, 70. 93; H, 7.53; N, 14.60. 
15 HgMS:C, 71.06; H, 7.37; N, 14.62. 

gt&: 182-184*0 ffi&imU : Mx^lz-n-^l^) 

2) mtfci) T#ycN-[2-o-^u v-;m?j|/)-6-4v u-;W7-fe h 

75 F (4.5g, !6miQl)tmmm (70 ml) & HOtT? 1 BSIH8|#Ufc. ^ 

20 fcBLfc. ttffl&£fi&?D:fcgzlc-eifc$£U «M±hU^Alr^^ Mffi 
TCMbfeo #6tlfe»^7^5±*^A^ovh^^7^- (Jilgjg 
&;Mx5fMU) C«kt)*»SU 6-7 5 7-2-(l-tf^U vnji/^;w^yu- 
> (3.4g) £«#j£bT#£o 

'H-NMR (CDC1 3 ) 5 : 1.37-1.68 (6H, in), 2.39-2.55 (4H, m), 3.72 (2H, s), 
25 3.91 (2H, br), 6.89 (1H, d, J = 2. 6 Hz), 7.12 (1H, dd, J = 2.6 and 8.8 
Hz), 7.51 (1H, d, I = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
J = 8.8 Hz). 
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3) |ff|B2)Tl#fe6-75/-2-(l-lf^ l Jv->'M^)^y U> (250 
rag, 1 mmol), t'7i-J^^>l (220 mg, l.lmmol) 
tfU^> (150 mg, 1.2 mmol)£N,N-vpW^;i'A7S H (8 mlMC^U 
7k<$T> WSC (230 mg, 1.2mmol) ^iPA, 1 8B#Pe13f#bfc= £ 

«IU g1»^.flttU SH-ft^t/ (335 mg) m^l86-188t:cD^fi§f 

10 'H-NMR (CDC1 3 ) 6 : 1.38-1.76 (6H, m), 2.43-2.56 (4H, m), 3.78 (2H, s), 
7.38-7.56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 (5H, m), 8.49 (1H, d, 
J - 2.2 Hz). 

Ttmftffim C 28 H 27 N 3 0 • 0. 5H 2 0 t VX 

Itll : C 78.11; H, 6.56; N, 9.76. 
L5 ^11 : C, 78.48; H, 6.31; N, 10.00. 
fd&M 5 5. 

4' -^^;WN- [2- (1- tf ^ U V-)V^)V) -6-* J U ~M [1 , 1 ' - 1* 7 x " 




20 «^5 4(D2)T#fc6-7ay-2-(l-tf^U^-)VP<^;W^7 U>£ffl 
ViT, H»5 4©3) t^©^&fT , 5c:tH«kO, 

'H-NMR (CDC1 3 ) 6 : 1.38-1.70 (6H, m), 2.39-2.56 (7H, m), 3.79 (2H, s), 
7.30 (2H, d, J = 7.6 Hz), 7.56 (2H, d, J = 7. 6 Hz), 7.63-7.78 (4H, m), 
25 7.95-8.07 (5H, m), 8.49 (1H, d, J = 1.8 Hz) . 
7G3fc##HI C 29 H 29 N 3 0 • 0. 25H 2 0 tbX 
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stMO. : C, 79. 15; H, 6.76; N, 9. 55. 
: C, 79.38; H, 6.88; N, 9.73. 
M: 198-200^ (MII:SHfiW 

mmm 5 6 

5 4' h * ->-n- [2-(i - tf ^ y 1 6-^y >j [1 , 1 ' - t* 7 x 




mmm 5402) ir#fc 6-7 5. j -2- ci-tf ^ u y-j^fjw * y u >£js 

10 ^tlTifc. 

'H-NMR (CDC1 3 ) 6 : 1.38-1.85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 
3.88 (3H, s), 7.02 (2H, d, J = 8. 8 Hz), 7.54-7.66 (6H, m), 7.93-8.20 (5H, 
m), 8.49 (1H, d, J = 2. 2 Hz). 
7nSt##Tli C 29 H 29 N 3 0 2 • 0. 25H 2 0 t LT 
15 fHf€:C, 76.38; H, 6.52; N, 9.21. 
%m$. : C, 76.21; H, 6.38; N, 9.32. 
116: 192-194^ (ir a «:ft|Xf^) 
5 7 

6- (4-^ P D 7 x ~ )V) -N-C2- (1- 1: ^ 'J i>- ;M =?)V) -6-3V U ~ )V) r D 

20 j-yy^v 




mmm 5402) mtz 6-7 s j -2- a-t^ u jm *j\)>*m 
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'H-NMR- (CDClj) 6 : 1.38-1.80 (6H, m), 2.38-2.58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7.62-7.75 (2H, m), 7.84 (1H, d, J = 8. 0 Hz), 
7.96-8.18 (4H, m), 8.24 (1H, br), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.45 
(1H, d, J = 2.2 Hz), 9.20 (1H, d, I = 1.4 Hz). 
5 7G&##flI C 27 H„C1N 4 0-0.5H 2 0£LT 

ff-^iffi : C, 69.59; H, 5.62; N, 12.02. 

mmm c, 69.33; h, 5.52; n, 12. os. 

ffljfc: 215-218*0 (^ B B a«« : fj&X^lO 

mmm 5 8 

10 6-(4-/f;V7x-JW-N-[2-(l-H^Uy^;M5 1 JW-6-+y u~;wxn 




Me' 

m&W 5 4 (D 2 ) TUfc 6-7 5 7 -2- (1- tf^ U * * / U > 

15 m*tLT#fCo 

'H-NMR (CDC1 3 ) 6 : 1.38-1.80 (6H, m), 2.40-2.56 (7H, to), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7.63-7.74 (2H, m) , 7.86 (1H, d, J = 8. 0 Hz), 
7.93-8.19 (5H, m), 8.29 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, d, J = 2. 2 
Hz), 9.19 (1H, d, J = 2. 2 Hz). 

20 B4,S: 206-2070 (#fi¥) (fe B B tt«:SHWW 
FAB(pos) : 437[M+H] + 
5 9 

6- (4-7 JP* P 7 x - J W -N- [2- 5? - ;M 3\>W -6-+ / U X 
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£MM5 4©2)Tlife6-7$y-2-(l-lf^U^;M^»^y D>£ffi 

5 'H-NMR (CDC I,) 6 : 1.38-1.74 (6H, m), 2.42-2. 56 (4H. m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7.76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, 
d, J = 2. 2 Hz), 9.19 (1H,. d, J = 1.8 Hz). 
5c*##rffi[ C 27 H 25 FN 4 0 • 0. 25H 2 0 tLX 
10 ttHfllrC, 72.87; H, 5.78; N, 12.59. 
Hf&ftt : C, 72.91; H, 5.45; N, 12.75. 
WL& : 209-21 or (frB) (#§JlfcM : ft&X3\>» 

mmm 6 o 

6- (4-* h*x7i x;W -N- [2- (1 - hf ^ U vX^ * 3-)V) - 6-* / U x; W X 
15 nf>75 H 




» 54(52) Tt#fc 6-7 5 J -2- (1- fcf^ U v ~ )V* =f-)V) *rJV>*m 
^t, H»!l5 4(Z)3) t^Ofil^SfT^^tt.fct), SM^tl^M 

20 'H-NMR (CDC1 3 ) 6 : 1.38-1.71 (6H, m) , 2. 43-2. 56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9.0 Hz), 7.64-7.73 (2H, m), 7.83 (1H, d, 
J = 8. 4 Hz) , 8. 00-8. 1 8 (5H, m) , 8. 28 OH,' dd, J = 2. 6, 8. 4 Hz) , 8. 46 (1H, 
d, J = 2. 6 Hz), 9. 17 (1H, d, 1 = 1.8 Hz). 
7cat##rfit C 2S H 2S N<0 2 • 0. 25H 2 0 t LX 



WO 01/82925 



PCT/JPO 1/036 1-1 



140 



41 : C, 73.58; H, 6.28; N, 12.26. 



: C, 73.56; H, 6.16; N, 12.24. 

Bt£: 210-21 It: (KM). : »Sx^W 

4' -y 5p;wn- [2- (i - tf o y 5F-; w -6-* / u -;w [i,r-t*7xz 
;H-4-*;i/^^if5 F 



HMFii 7 © 1 ) Ti#fc n- [2- (l- tf □ »J -6-* y u ~;H T-fe h 

10 *S^fi»*fcLT^.fc. 

'H-NMR (DMS0-d 6 ) (5 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (1H, d, J = 8.4 Hz), 7.68 (2H, d, J 
- 8. 1 Hz), 7.85 (ZH, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.04 (1H, 
dd, J = 2.4, 9.0 Hz), 8.10 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 

15 8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422.3[M+H] + 

Si£: 192-193*C im&fcfeU : ft8x^- V 7°P tf Jl/X-xJU) 

mmm e 2 

4' -y h * ->-n- [2- (1 - tr □ u y 5 1 ; w -6-+ / u - jw [1 , 1 ' - 1* 7 x 
20 -;i/]-4-*;P3H+U-s H 
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'H-NMR (DMS0-d 6 ) d 1.73 (4fl, m), 2.50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz)| 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1, 9.0 Hz), 8.09 (2H, d, J = 8.4 Hz), 8.27 (IH, d, J = 8.4 Hz), 
5 8.52 (1H, d, J = 2. 1 Hz). 
FAB(pos) 438. 3[M+H] + 

: 197-19913 (fe&imm : SH^^v^ Vfn fcfJUX-xJW 

mmm 6 3 

4-<4-£ O O 7 x - )V) -N- [2- (1 - U v 5 - Jl/;* ?)V) -6-* J U -M -1- 
10 i?>*»\>tf*z/7 5. K 



mmw5 4©2)T#fc 6-7sy-2-(i-hf^u^x;i/^^;w^y u 

15 'H-NMR (CDC1 3 ) 6 : 1.37-2.02 (10H, m), 2.38-2.54 (4H, in), 2.63-2.84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4.36 (2H, m), 6.65 (IH, br), 
7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (IH, dd, J = 
2.2 and 9.2 Hz), 7.60 (IH, d, J = 8.4 Hz), 7.93-8.10 (3H, m). 
Ttm^m C„H S1 C1N 4 0 • 1. 5H 2 0 tbT 

20 fH¥£ : C, 66.18; H, 6.99; N, 11.43. 



Ill : C, 66.32; H, 6.75; N, 11.74. 
St& : 214-217 r (dec.) (i^H^M : SSlfJkylfJU-jJW 

mmn 6 4 

4- (4-^fJV7x^JW -N- [2- (1- tT ^ U v - ;M ^JU) -6-^7 U XJH -1- 
25 tf^'Jy>M^y7$F 
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N 




N 



O 

X 



Me 



mmm 5 4 © 2 > t#/c 6-7 a / - z- a - 1? ^ u * j u > *m 

5 'H-NMR (CDCI3) 6 : 1.40-2.02 (10H, m), 2.34 (3H, s)., 2.47-2.83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4.36 (2H, m), 6.7.0 (1H, br), 7.14 
(4H, br), 7.53 (1H, dd, J = 2. 2 and 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
7.93-8.10 (3H, m). 
Tzmfrttm C 28 H 34 N 4 0 • H 2 0 t VX 

10 tfM: C, 73.01; H, 7.88; N, 12.16. 
Ill : C, 72.68; H, 7.57; N, 12.20. 
Witi: 204-205 t: (dec.) (^H«$ : MX^^-vX^I/X-t-^) 

mmm 6 5 

4- (4-7^^ D7i X JW -N- [2- (1- tf ^ U *J-)V -6-* 7 U Xjl/] - 
15 l-bf^'J^>*;U#^v75 K 



M^j 5 4 © 2 ) T#fc 6-7 a y -2- a- tf u -^x;^ * / D > 

20 'H-NMR (CDC1 3 ) 6 : 1.36-2.02 (10H, m), 2.37-2.55 (4H, m), 2.63-2.85 (1H, 
m), 2.94-3.14 (2H, ra) , 3.76 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8. 4 Hz), 7.92-8.10 (3H, m) . 
TtmftffiW. C 27 H 3l FN 4 0 • 0. 5H 2 0 t LT 
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ff^I : C, 71.18; H, 7.08; N, 12.30. 
Mlkm : C, 71. 13; H, 6.94; N, 12.52. 
ffijfe: 203-204 r (dec.) mikiktiML : Silf^^l^H-f;W 

mmm 6 6 

5 4-(4-* h+^7x-;W-N-[2-(l-t!^U> ? -Jl/^5 1 ;W-6-^y U-;W- 
l-t?^Dv>#;M^>75 H 



5 4 © 2 ) 6-7 5 y -2- (1 - U >*x;M 5 1 ; W > 

10 UT#fco 

'H-NMR (CDC1 3 ) <5 : 1.37-2.02 UOH, m), 2.42-2.57 (4H, m), 2.60-2.80 (1H, 
m), 2.94-3.14 (2H, m), 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 (2H, m), 
6.66 (1H, br), 6.87 (2H, d, J = 8. 4 Hz), 7.15 (2H, d, J = 8.4 Hz), 7.50 
(1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8. 4 Hz), 7.93-8.10 (3H, 



Rfcj& : 197-198 "C (dec.) : Mx^-^x^x-t^) 

HJfiW 6 7 

2 '- 7;M" P-N- [2- (1 - tf ^ U 5? ~ )V* =3h)V) -6-4VU x;i/) [1 , 1 '- tf 7 x X 



ViT, «^J54£>3) tlHiitDfif^^tT^^ttiD, 

'H-NMR (CDCI3) 5 : 1.40-1.77 (6H, m), 2.47-2. 65 (4H, m), 3.86 (2H, s), 




15 



m). 



20 




WO 01/82925 



PCT/JPO 1/036 14 



144 

7.12-7.54 (4H, m), 7.63-7.78 (4H, m), 7.96-8.22 (5H, m), 8.48 (1H, d, 
J = 2.6 Hz). 

It* : 163-164 *C OSH«& : MXfPJU) 
^J609 6 8 

2', 4'-y7MD-N- [2- (1- tf ^ U vx;M 3^10 U x;W [1,1'- fcf 




^MM5 4<Z)2)Tl#fc6-7$/-2-(l-tf^U^x;M^JW3V U>£JB 

10 i^*tLT#fc. 

'H-NMR (CDC 1 3 ) 5 : 1.40-1.78 (6H, m), 2.50-2.67 (4H, m), 3.87 (2H, s), 

6.89-7.08 (2H, m), 7.38-7.54 (1H, m), 7.59-7.80 (4H, m), 7.96-8.23 (5H, 

m), 8.47 (1H, br). 

Kmftffim C 28 H 25 F 2 N 3 0 • 0. 5H 2 0 tbX 
15 tfjfffi : C 72.09; H, 5.62; N, 9.01. 
H^ffl : C, 71.79; H, 5.59; N, 8.75. 

m& : 181-182 *c m&itmm wx^;w 
mmm 6 9 

6- (2, 4-zS7)V* P 7 x XJl/) -N- [2- (1 - t? ^ U ^x;M ^JW /'J- 

20 ;W-n?>7SF 




»#J5 4© 2)Tt#fc 6-7 5 y-2-(l-h 0 ^U i>x;M 5MW 3V U >£ffl 
tr>T, HM#J5 4©3) £f^©&f££fr5;i£k:<fc?K ^Mit^^M^ 
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'H-NMR (CDC 1 3 ) 6 : 1.41-1.77 (6H, m), 2.47-2.68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, m), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2. 2 and 8.4 Hz), 8.46 (1H, d, J = 1-8 Hz), 
9.24 (1H, d, J = 1.8 Hz). 
5 TuMfttirm C 27 H 24 F 2 N,0 • 0. 5H 2 0 t LX 

itWB : C 69.37; H, 5.39; N, 11.98. 
%m& : C, 69.14; H, 5.21; N, 12.04. 

182-183 "C (gStt|:»If)W 

mmm i o 

io 2', v-vz p p-n-[2-(i-£^u ^;pp<?;i/)-6-^y u-;w [i, r-t*7 



Me 




pmm 1 3 N-[2-[(2, 2, 6, 6-x h 7*3\>M-fcr^'J y^W^f 

"H-NMR (CDC 1 3 ) (5 : 1.40-1.76 (6H, m), 2.48-2.63 (4H, in), 3.84 (2H, s), 
7.22-7.40 (2H, id), 7.52-7.78 (5H, m), 7.96-8.19 (5H, m) , 8.47 (1H, d, 
J = 2.2 Hz). 

7LSt##rM C 28 H 25 C1 2 N 3 0 • 0. 5H 2 0 blsT 
20 fi-^fi : C, 67.34; H, 5.25; N, 8.41. 

: C, 67. 46; H, 5. 20; N, 8.47. 
M: 210-212 *C (dec.) mM*it®M : SiXfjW 
7 1 

4'-7 JM- P-N- [2- [ (2, 2, 6, 5-f ^-l - 1: ^ U y-JW 5f ;W -6- 
25 ^7 U~;W [l,l'-h*7xnjW-4-iJJl/^^v75 H 
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Me 



F 




Me 



###J 1 3r#fc N-[2-[(2, 2, 6, 6-x h^^-l-lf^U 

■H-NMR (CDC 1 3 ) 5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J = 8.8 Hz), 7.56-7.76 (5H, m), 7.96-8.17 (6H, m), 8.46 (1H, d, J = 
2.6 Hz). 

229-231 °C (dec.) (^HlfcM : SKXfJW 
MM 7 2 

6- (4-2 P D 7xn;i/)-N-[2-[(2, 2, 6, 6-r h 7 *?)V-l-W) * 




1 3 -e#fc N-[2-[(2, 2, 6, 6-x h 5 *3\JU-l-t!^U 
;1/ ]_ 6 _^y ij-;y]7t h7= HSrfflViT, ^M6©2) tl?lii©S^SrfT 

'H-NMR (CDC1 3 ) 6 : 1. 05 (12H, s), 1. 60 (6H, br) , 4.10 (2H, s), 7.49 (2H, 
d, J = 8.8 Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8.18 (6H, m), 
8.27-8.38 (1H, m), 8.44 (1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
Ttmmm C 31 H 33 C1N 4 0 • H 2 0 t LX 
20 fr^fi : C, 70.11; H, 6.64; N, 10.55. 

C, 70.16; H, 6.59; N, 10.62. 
: 258-259 *C GglMfc»& : 




Me 
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mmm 1 3 

6- (4-* ^7i'JW -N- [2- [ (2, 2, 6, - tf ^ U y-J W * 



Me 




5 #5*091 31r#7 t cN-[2-[(2,2 ) 6 ) 6-xh-7^5 1 ;t/-l-e^'J^-;W^^ 

'H-NMR (CDC 1 3 ) 8 : 1.05 (12H, s), 1.60 (6H, br), 2.44 (3H, s), 4.10 (2H, 
s), 7.33 (2H, d, J - 8. 2 Hz), 7.63-7.74 (1H, m), 7.87 (1H, d, J = 8. 4 
10 Hz), 7.94-8.16 (6H, m), 8.25-8.35 (1H, m), 8.44 (1H, d, J =2. 6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 
7L0tttirm C 32 H 36 N 4 0 • H 2 0 i IT 
ff^fl : C, 75. 26; H, 7.50; N, 10.97. 
Ill : C, 74. 98; H, 7.44; N, 11.07. 
15 : 246-247 t (^IMbM : IHf^) 

mMM 7 4 

4- (4-? D D 7iz;W -N-[2- [(2, 2, 6, 6-7- h 7 ^ U v?-;W / 



Me 




20 3T&fcN-[2-[(2,2,6,6-xh5*3 ; ;i/-l-fc:^U i;-;w^5=- 
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'H-NMR (CDClj) 6 : 1.03 (12H, s), 1.46-2.01 (10H, m), 2.63-2.84 (1H, m), 
2.95-3.15 (2H, in), 4.07 (2H, s), 4.20-4.37 (2H, m), 6.62 (1H, br), 7.15 
(ZH, d, J = 8. 4 Hz) , 7. 30 (2H, d, J = 8.4 Hz) , 7. 49 (1H, dd, J = 2. 6 and 
8.8 Hz), 7.81-8.11 (4H, m). 
5 FAB(pos): 519 [MH] + 

Ttm^m C 31 H 39 C1N 4 0 • 0. 5H 2 0 £ LT 

ttlffil : C, .70.50; H, 7.63; N, 10. 61. 

£K4£ : C, 70.88; H, 7.79; N, 11.14. 
Bl>;& : 203-204 t) (M&itmm : Kil^^-yXfJVX-fjW 
10 ttfil 7 5 

4 _ (4-^^7xXJW -N- [2- [(2,2, 6, 6-fF7^ tT^ U v-iW * 
^;W-6-^y U-jW-l-tf^U y>AM+->75 F 

Me 




Me' 

1 3 N- [2- [ (2, 2, 6, 6-fb7^ 3MW1- tf ^ U v~;i/) * ^ 

'H-NMR (CDC1 3 ) 6 : 1.04 (12H, s), 1.50-2.02 (10H, m), 2.34 (3H, s), 
2.63-2.84 (1H, m), 2.94-3.13 (2H, m). 4.07 (2H, s), 4.20-4.34 (2H, m), 
6. 59 (1H, br) ,7.14 (4H, s) , 7. 48 (1H, dd, 1 = 2.2 and 9. 2 Hz) , 7. 86-8. 09 
20 (4H, m). 

%mttttm C3A2N4O * 0. 5H 2 0 tLX 

ffgte : C, 75.70; H, 8.54; N, 11.04. 

^ifcM : C, 75.57; H, 8.30; N, 11. 16. 
116 : 200-202 V (fclilfcM : SfllfJWyl^JH-jiW 
25 HM#J 7 6 

N-[2-[(2, 2, 6, 6-x h v-jW ^^;i/]-6-^y U xi 
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Me 




1 3 T#£ N- [2- [ (2, 2, 6, 6-5 1 ' h 7 * tf U v~Jl/) ^ ^ 

;W-6-*yU-;W7-feh75 K£JBV>T, HM6©2) £|W]*i©»£fT 

'H-NMR (CDC1 3 ) 6 : 1.05 (12H, s), 1.60 (6H. br), 4.10 (2H, s), 7.40- 
7.56 (3H, m), 7.60-7.80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). 

: 200-201 -C (B^tmU : fif^X^W 
10 «#)J 7 7 

4'-* g\>m- [2- [(2,2, 6, 6-t- h ^ ^ hr^ u * -6-* 

Me 



Me 




1 3 N-[2-[(2, 2, 6, 6-7 1 h 7 *^;M-k^ U ^ 

'H-NMR (CDCI3) <5 : 1. 04 (12H, s), 1. 59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, I = 8. 2 Hz), 7.63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, J = 2. 6 Hz). 
20 7GiH##fM C 33 H 37 N 3 0 • 0. 5H 2 0 ill 

fHfte : C, 79. 16; H, 7.65; N, 8.39. 

SUHit : C, 79.21; H, 7.66; N, 8.41. 
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: 242-243 t: (ISHM® : It&X^W 
H56#l 7 8 

4 >_^ h + , > _ N _[ 2 -[(2, 2, 6, 6-x h^^Wl-tfSL) vx;W *?;W-6- 



Me 




###J 1 3 N-[2-[(2, 2, 6, 6-5" h 7*3\>U-l-bWJ ^ 

'H-NMR (CDC1 3 ) 5 : 1.04 (12H, s). 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 

10 s), 7.02 (2H, d, J = 8. 8 Hz), 7.55-7.76 (5H, 1), 7.94-8.16 (6H, m), 8.46 
(1H, d, J = 2. 6 Hz). 

m& : 210-211 x: (B^itmm ■. #gtx^;w 

4'-7;i/^P-N-[2-[(vX-2,6-^^^-l-ti^Ux-;W/?^]-6-+y 
15 U-jH[l,l'-t'7x-JW-4-*M+y7 5 F 



Me 




1 1 Titfc N-[2-[(i^^-2,6-^^^;i/-l-lf^U ->*x;w PWH-6- 
* y Ux;i/]7-fz h75 h*£fflWT\ H$}0iJ6<7)2) £|p]|£tf)W£fT 5 £ i: 

20 'H-NMR (CDC 1 3 ) 6: 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, m), 2.51-2.73 
(2H, m), 4.04 (2H, s), 7.17 (2H, t, J = 8.8 Hz), 7.54-7.76 (5H, m), 7.86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 (1H, d, J = 2.2 Hz). 
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7G3!t##r€ C 3o H 30 FN 3 0 • 0. 5H 2 0 tbX 
U-^fi : C, 75. 60; H, 6.56; N, 8.82. 
H&£ : C, 75. 72; H, 6.31; N, 8.72. 
: 187-188 r m^imm : Wx^;i/) 
5 SU&fti 8 0 

N- [2- [(i/*-2, 6- v * 3MU-1- U i^-JW ^ -6-* 7 U - 

[i,i'-t*-7x-JW-4-^;i/^i/7a H 




1 1 rWz N-[2-[(^-2, 6-^^^;t/-l-ti^'J y^W *3VU]-6- 

'H-NMR (CDC 1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 77 (6H, m), 2. 52-2. 72 
(2H, m), 4.04 (2H, s), 7.40-7.57 (3H, id), 7.60-7.80 (5H, m), 7.86 (1H, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, ] = 2.2 Hz). 
15 7C3H##Ht C 30 H 31 N 3 0 • 0. 5H 2 0 tbX 

ft-^M : C, 78.57; H, 7.03; N, 9. 16. 
: C, 78. 36; H, 6.64; N, 9.12. 
SL£: 180-181 V (iSW : )W 
MMM 8 1 

20 4 , -/5 1 ;WN-[2-[(i/^-2,6->'^^;i/-l-t:^U *3MH-6-3V 'J 

~)V] Cl, l'-(:7x-;W-4-^M^y75 K 



Me 



Me 




1 1 N- [2- [(^-2, 6-5?* 3^-1- fcf^D v~;U) ;< 9^1/1-6- 
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'H-NMR (CDC1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz) , 1.28-1.80 (6H, m), 2.43 (3H, 
s), 2. 52-2. 73 (2H, m), 4.04 (2H, s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, 
5 d, J = 8.2 Hz), 7.63-7.78 (3H, m), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17. 
(5H, in), 8.46 (1H, d, J = 2.2 Hz). 
7nSt##rfi C 31 H33N 3 0 • 0. 5H 2 0 t LX 
ff-gfil : C, 78.78; H, 7.25; N, 8.89. 
■IM : C, 78.87; H, 7.08; N, .8.82. 
10 198-199 "C (dec.) GSSIMbM : W&kttM 

mmm s 2 

U [1, i'-tf7x^;w-4-*;^^'>7^ H 



Me 



MeO 




15 ##0U lT^N-[2-[(->X-2,6-> ? ^5 L ;U-l-t:^U^-;W^5 i JW-6- 
3V iJ-jH7t h75 K£fflV*T\ HM#J 6 (ft 2 ) £[^flS0§lf££fT "5 £ t 

'H-NMR (CDC 1 3 ) (5 : 1.04 (6H, d, J = 6.0 Hz), 1.23-1. 85 (6H, ra) , 2.50-2.72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H, id), 7.85 (1H, d, J = 8.4Hz), 7.90-8.20 (5H, m), 8.46 (1H, br). 
HfejSt : 194-196 *C (dec). (*£llfcK : gf&X^Jl,) 
MffiM 8 3 

6- (4-£ □ □ y x - )V) -N- [2- [ (yX-2, 6-^* tf ^ U z?-)V) * ? 
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1 1 n-[2-[(->x-2, 6-v^^;i/-i-tr^u ^?;H-6- 

5 'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.27-1.76 (6H, m), 2.51-2.76 
(2H, m), 4.03 (2H, s), 7.47 (2H, d, J = 8.4 Hz), 7.70 (1H, dd, - J = 2.2. 
and 8.8 Hz), 7.76-7.92 (2H, m), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d, J = 2.2 Hz). 
Ttmfttirm C 29 H 29 C1N<0 • 0.5H 2 0 tVX 
10 tHttl:C, 70.50; H, 6.12; N, 11.34. 
Ill : C, 70. 58; H, 6.06; N, 11. 14. 
m& : 217-219 X: (dec.) GSSIMtM : RKxfil/) 
8 4 

6- (4-^ ^7xz;W -N- [2- [ ( y7-2, 6->> * 3\JM - h 0 ^ U y-jW ^ 

15 ;W-6-^y ij-;H~zi^>7S H 



Me 




1 1 tffc N-[2-[(v7.-2, e-^^^P-i-ti^'j p^W-e- 

20 'H-NMR (CDCl,) a : 1.04 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7. 69 (1H, 
dd, J = 2. 2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd, J = 2. 2 and 



WO 01/82925 PCT/JPO 1/036 14 

154 

8.4 Hz), 8.43 (1H, d, J = 2.2 Hz), 9.18 (1H, d, J = 2.2 Hz). 
M: 225-226 V (dec.) OgH«E : ffilfil') 

mmm 8 5 

4-(Hnn7x-JW-N-[2-[(y^-2J-y^^-l-kX'Jy-JW^f 
5 ;W-6-*y u-JW-i-t^u v>#;W^>7^ H 



Me 




#^J1 l«N-[2-[(yX-2,6-y^fiH-^'J 
^ 7 U -;i/|7-feh75 b*£fflV>T, »#J5 4©2) *5J:^SSF!l3 8 tm 

10 'H-NMR (CDC 1 3 ) 6: 1 . 04 (6H, d, J = 6. 2 Hz) , 1 . 23-2. 02 (1 OH, m) , 2.50-2.83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4.20-4.37 (2H, m), 6.64 (IH, 
br), 7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.79 (1H, d, J = 8. 8 Hz), 7.88-8.08 (3H, n). 
M: 196-198 "C (dec.) (I^IS : SlX^-yif iH-rJW 

15 mmm s 6 

4-(4-p<^;l/7xri;W-N-[2-[(vX-2,6-v^^-l-ti^U> J ^;V)^5 : - 

;u]-6-^y u-;W-i-tf^u> J >^;^^>'75 h 



Me 




1 1 T'#fc N-[2-[(->*-2, y-JW^fJW-6- 
20 +; i J^W7th75F$ffl^X, 5 4 ©2) '*3j;tfigJI&0tJ3 8 <h|W! 

'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6.0 Hz), 1.20-2.03 (10H, m), 2.33 
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(3H, s), 2.50-2.82 (3H, m), 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 
(ZH, m), 6.70 (1H, br),. 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, J = 8. 8 Hz), 7.95-8.15 (3H, m) . 
TtmfttirM C 30 H 38 N 4 0 • H 2 0 t hX 
5 fr#ffi : C, 73.74; H, 8.25; N, 11.47. 

: C, 74.12; H, 8.05; N, 11.82. 
M^: 177-178 *C (dec, (^ilt^i : Ptlf JV-yXfJU-fJW 

mmm 8 7 

4- (4- 7 JM- □ 7 x - J W -N- [2- [ ( z/7s -2 , 6- V * ? )V- 1 - 1!^ U J W * ' 

10 ^;w-6-3v u~;H-i-tf^u v>#;M^x75 k 



###J 1 1 T*mz If-[2-[(->X-2, 6-^^^-1-tf^U 
+ yU-JW7"bh75 F£fflVvT, «#I5 402) :fc«fctfmS08 3 8 <hr^ 

15 'H-NMR (CDC1 3 ) 6: 1. 04 (6H, d, J = 6. 2 Hz), 1. 22-2. 02 (1 OH, m), 2. 50-2. 82 
(3H, m), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8. 4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
FAB(pos): 475 [MH] + 

20 MMM 8 8 

4- N * x) -N- [2- [ (->*-2, 6- ^ 5P^-1- tf^ U V- JW P< ^JW -6- 



Me 
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mm\ 1 1 rmc n-[2-[(->x-2, 

5 'H-NMR (CDC1 3 ) 6: 1. 04 (6H, d, J = 6. 2 Hz) , 1. 23-2. 02 (10H, m) , 2. 50-2. 83 
(3H, in), 2.94-3.14 (2H, m), 3.80 (3H, s)i 4.01 (2H, s), 4.19-4.36 (2H, 
m), 6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 (1H, dd, J = 2. 6 and 9.2 Hz), 7.61 (1H, d, J - 8.4 Hz), 7.93-8.10 
(3H, m). 
10 FAB(pos): 487 QfflT 

nmm 8 9 

2',4'-^7;^D-N-[2-[(->X-2,6-^/^;Wl-tf^U^-;W^^;W-6- 




15 #^!)l lT^feN-K-Cf^^.B-^^Iz-l-hT^U^-JW^^W-B- 

'H-NMR (CDClj) (5 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.83 (6H, m). 2.51-2.82 

. (2H, m), 4.04 (2H, s), 6.88-7.08 (2H, m), 7.37-7.53 (1H, in), 7.60-7.74 

20 (3H, m), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, m), 8.46 (1H, d, J = 
2.2 Hz). 

FAB(pos): 486 [MH] + 
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mmm 9 o 



Me 




5 mmn iTf#fcN-[2-[(->x-2,6-5/*^^-i-tf^u^;w^^;i/]-6- 

'H-NMR (CDCip (5 : 1.04 (6H, d, J = 6. 3 Hz), 1.27-1.80 (6H, m), 2.52-2.70 
(2H, m), 4.03 (2H, s), 7.23-7.40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (IH, d, J = 8.4 Hz), 7.93-8.05 (3H, in), 
8.09 (1H, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, I = 2.4 Hz). 
: 162-164 °C OSHftM : mk^M 

mmm 9 1 

4 ,_/7 D D _ N _ [2-[ (v-f v -fa M)]/7 B. J ) *?M-6-* S U -M [1,1'- fcf 
15 7xZJl/]-4-AJH^>7SF 



Me 




i o tWc n- [2- UrM y 7°p tf;i/7 $;)^ ^;H-6-+ / y 

7-fch7$'K£fflV>T, 3»J6tD2) chl^TOM^fi 1 ? «fc 0 , ^ 

20 'H-NMR (CDC1 3 ) <5 : 1.06' (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H, s), 7.45 (2H, d, J = 8. 8 Hz), 7.56 (2H, d, J = 8. 8 Hz), 7.63-7.73 
(3H, m), 7.83 (1H, d, J = 8. 8 Hz), 7.94-8.19 (5H, m), 8.45 (1H, d, J = 
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2.2 Hz). 

it&: 201-202 *C (dec.) (^ilbil : ill? 
M#l 9 2 

4' -5 □ p-N- [2- [ &2L?)V7 5 7)/ -6-* 7 U x;W [l,l'-b'7i 
5 zjW-4-*Kt->7 5 h* 




1 2 rmfc 2- ( vx^;P7 -6-+ yj >7 a > £ /a ^t, 

.«#]54<D3) ^tlc^ff^fi^^fcckD, ^{b-erti^M^i 

10 'H-NMR (CDC 1 3 ) 6 : 1.09 (6H, t, J = 7. 2 Hz), 2.64 (4H, q, J = 7.2 Hz), 
. 3. 89 (2H, s) , 7. 45 (2H, d, J = 8. 4 Hz) , 7. 57 (2H, d, J = 8. 4 Hz) , 7. 62-7. 78 
(4H, m), 7.94-8.19 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
M: 196-198 *C (dec.) , (|g B H B ftgl : SlXf JhyXf JH-fJW 

&mm 9 3 

15 N-[2-[(2-*3MW4,5-vt Fa-iH-^a^y-jiz-i-i'^^^w-e-^y 



Me 




7 T#<=>tlfc 2- (£ p D/^;i/)-6-^/ 5 > 2ffi&ft£ffl 

20 <b^«3^*tUT^fc. 

'H-NMR (DMS0-d 6 ) 6 : 2.20 (3H, s), 3.36-3.96 (4H, m), 4.70 (2H, s), 
7.34-7.56 (5H, m), 7.58-7.82 (3H, m), 7.91-8.26 (5H, m), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 
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FAB(pos): 421 [MHj + 

212-220 "C (dec.) (^H,«i& : BESSx^JW 
HM#J 9 4 

N- [2- [(2- 7 x-;M, t K P-lH-f $ W-JV-l-i M * ^JU]-6-=¥ 

5 y u-jW[i,i'-tf7x-;w-4-*;p#+'>75 H 



10 'H-NMR (CDClj) 6 : 3.54 (2H, t, J = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz), 
4.59 (2H, s), 7.30-7.80 (15H, m), 8.01 (2H, d, J = 8.0Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MH] + 

BSjft : 212-216 *C (dec.) 0gH«$ : BSlfJW 
15 9 5 

4'-7;^P-N-[2-[2-^5 t ;M,5-5?k H n-lH-f 5 ^7-^-1-f ;W * 

^;u]-6-^y u~jh [i, i'-tf7x-;w-4-*;i/^>'75 k 



'H-NMR (DMS0-d 6 ) 6 : 1.99C3H, s), 3.3(2H, br m), 3.5(2H, br m) , 4. 58(2H, 




Me 
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s), 7. 3-7. 5 (3H, br m), T. 8-8. 1 (9H, br m), 8.35 0H, br d), 8.56 0H, br 
s). 

J&& : 240-242 *C (dec.) OSfMbM : »X^)l/) 
«f!l9 6 

4'-7Jl/*P-N-[2-[2-7x-;b-4, H O - 1 H — T* 5 ^/-JWW M 

*3MW-6-3v u-JW [i, r-t*7x-jw-4-*;j/^->75 H 




F' 

7 THenfc 2-(? Dn^f;W-6-+y u -;K75 > 2 Ili^ffl 

'H-NMR (DMSO-d 6 )<5 : 3. 45 (2H, t, J=10.0Hz), 3.82(2H, t, J = 10.0Hz). 4.50 
(2H, s), 7. 31-7. 66 (8H. m), 7. 80-8. 15 (9H. id), 8. 35 (1H, d, J=8.8Hz), 
8.57 0H, d, J=2.2Hz). 

Ifi,&: 209-210-C (^«^ : ftSx^JI/) 
15 HM#!J9 7 

N-[2-[2-^>> ? ji'-4, 5-vt: Ho-m-f a^y-;w-i— r;w^^;i/]-6-^ 

/ 'J-M-^^MO- [1, l'-t'7i3]-4-AM^->7a K 




F' 

##^j7Tt#e>tl7 L c2-(^OP^^;i/)-6-^/ iJ-JU7 5> 2^B6iSSffl 
20 KT, 8 &&tf$mm 2 3 chfwj^CDW^JiS^^ d t\Z-£ 0, ^jg 

'H-NMR (DMS0-d 6 ) 5 :3.22(2H, t, J=9.8Hz), 3. 60 (2H, t, J=9.8Hz), 3. 75 (2H, 
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s), 4. 52(2H, s), 7. 17-7. 40 (8H, m), 7.80-8. 14 (9H, m), 8.25 0H, d, J=8.4Hz), 
8.54C1H, d, 1=1. 8Hz). 

18,6: 200-202TC (^||«$ : MX5f;lO 
Hifi^J 9 8 

5 by >X-2- (4-? p □ 7 x ~ ; W -N- [2- (I- tf □ U ^ -^p< -6-+ / 'J 
^JW-l,3-S?^-y->-5-*;U3j?^'>75 H 



#^-f!i 9 n&tt 2- (l- e □ u z?~ju* -6-+ / u $ > £##m 
1 4Tr#7c 2-(4-^nD7x-;W-5-*;u^^'>-i > 3-v^-^it> ; &ffi^T, 
10 MM 5 4 cd 3) tm&<DHkft%ftvZk\z£r), 

'H-NMR (CDC1 3 ) 5 :1.82(4H, m), 2.62(4H, m), 3.10 (1H, m), 3.94(2H, s), 
4.27 (2H, t like), 4. 46 (2H, dd like), 5. 57 (1H, s), 7. 35-7. 62 (7H, m), 
8. 06 (2H, t, J=12.6Hz), 8.29(1H, d, J=2.7Hz). 
15 H6: 244-246*0 
MM 9 9 

4- (4-7 U 7i-;W -N- [6- (1- tf D U ^ ~ jl/^ V) -2-j- 7 ^JW -1- 



20 ###J1 8-C#fc6-(l-tfD'J^;M9 L ;W^-7^U'>-2-75>€:ffllri 

'H-NMR. (DMS0-d 6 ) 8: 1.57 (2H, m), 1.69 (4H, m), 1.80 (2H, m), 2.45 (4H, 
m), 2.77 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, m)! 7.13 (2H, 
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m), 7.34 (2H, m), 7.38 (1H, m), 7.60 (1H, m), 7.66-7.76 (3H, m), 8.00 
(1H, d. J = 2.1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 [M+H] + 

: 209-211 *C (mmm : mkZ-?)V-*M VZ>°U 

5 mnm 1 o o 

4 _ ( 4 _^ ^-> 7l ^) -N- [6- (1- 1: □ U * 3\> W -2-^" 7 -1 - 



i 8 6- a - tr □ u ->*x;m ?M -r~?$v y-i-r $>zm^ 

xmco 

'H-NMR (CDC 1 3 ) 5: 1.70-1.95 (8H, m), 2.55 (4H, m), 2.70 (1H. m). 3.02 
(2H, m), 3.74 (2H, s) , 3.80 (3H, s) , 4.26 (2H, m), 6.56 (1H, s), 6.87 
(2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8. 8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, m), 7.92 (1H, m). 
FAB(pos): 444 [M+H] + 

: 194-196 V (&&4mm : Mx^l-SM V 7°P fc^X-x^) 
10 1 

4-(HOD7x " J W -N- [6- (1 - tf □ U * 3\> W - 2-x 7 J-M - 1 - tf 

20 ^'J^>*^+t5 H 
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'H-NMR (DMSO-d { ) <5 : 1.55 (2H, m), 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 
in), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7.57 (1H, n), 7.64-7.74 (3H, m), 7.98 (1H, d, J = 2.5 Hz), 8.69 (1H, 
s). 

5 FAB(pos) : 432 [M+H] 4 

MA : 209-21 1 XZ : fflk^^M V 7°D fcf^X-T^W 

mmm 102 

4-7 x x;i/-N- [6- (1- e D U vUW -2-^- 7 W - 1 - £° ^ U v 



i 8 T#fc 6- a - tf a u vx;u^ i-y*u y-2-7 ~ y*m v> 

'H-NMR (DMS0-d 6 ) 6: 1.60 (2H, m), 1 . 70 (4H, m), 1.82 (2H, m), 2.46 (4H, 
15 m), 2.76 (1H, m). 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 
(5H, m),7.39 (1H, m), 7.60 (1H, m), 7.69-7.76 (3H, m), 8.00 (1H, d, J 
= 1,8 Hz), 8.71 (1H, s). 
FAB(pos): 414 [M+H] 4 
' Wt&: 193-195 "C : IHf Jhy^ V^D WH-fJW 

20 10 3 

4-/ ?JV7 xx;P-N- [6- (1 - kf P U y^JW ?)V) 7 ?)V\-\- \d< U 




10 




###J 1 8 X'i%tc 6-(l-tf □ U yr;WfJWt7^ l/>-2-75 >£ffl^ 
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'H-NMR (DMS0-d 6 ) 6: 1.55 (2H, m), 1.70 (4H, id), 1.80 (2H, m), 2.26 (3H, 
s), 2.46 (4H, m), 2.71 (1H, m). 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 
5 m), 7.12 (4H, m), 7.39 (1H, in), 7.60 (1H, m), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos) : 428 [M+H] + 

»j£ : 210-212 *C (&$k<mm : WBSX^JW^< 77°D kVH-rJW 
10 4 

.0 6-(4-7;U^-n7x-;W-N-[6-(l-lf^U ^=.JV^)V)-l-±y^-M=LZi 
3^75 H 




###ijl 5T?*§£ 6-(l-hf^U^-^/^;W^7^l/>-2-75>^ffl^ 

15 mtLTWzo 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8. 8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 m& : 218-219 *C (££H«$ • Slxfihy^ V^nh>x-fJW 
£MW 10 5 

6- (4-* h^y7 i-JW -N- [6- (1- tT^ U yXJWfJW -2-^- 7 7-JW - □ 
^>75 F 
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'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H, brs), 3.57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.10 (1H, d, J=8.1Hz), 8.37 (2H. 
d, 1=8. 3Hz), 8.39 (1H, d, J=8.3Hz), 8.43 (1H, s), 9.2 (1H. brs). 
Wi& : 263-264 X: (fSJI«« : K&X^-SM V^o fcT^X— r;W 

mmm 1 o 6 

10 6-(4-#na7xx;W-N-[6-(i-t£^U v-jv^^J0-2-^-7^]xn^ 
>75 K , 




1 5 T#7c 6- (1- fcf^ U y^M^H ^"7^1/ >-2-7 5 >£ffl ^ 
T, »5 4©3) i^COW^fpClifC^O, ^jSlfc&^&M) 

15 *£LT#fc. 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8. 8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9. 0Hz) , 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 Bt£: 228-229 *C M!|:Sf|I^-7th» 

nmm 107 

4- (4- 7 ^ □ 7 x ~ ;W -N r - [6- (1 - t: ^ U vX JM 3MU) 7 ^ Jl/] -1 - 
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i 5 T-#fc 6- (l- tf^ u =f)V) i-y $ v y-2-7 ^ > ^ 

'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, m), 1-80 (2H, d, J = l 2.0Hz), 
5 2.34 (4H, brs), 2.77 (1H, m), 2.90 (2H, dd, J=12. 0 and 12. 2Hz) , 3.52 (2H, 
s), 4.32 (2H, d, J=13."2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d, J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H. d, J=8.3Hz), 7.62 (2H, m), 7.68 (1H, 
d, J=8.3Hz), 7.74 (1H, d, J=8. 8Hz), 8.00 (1H, s), 8.71 (1H, brs). 
I$,#s : 209-21 1 X: m^imU : SUfiW^ V?U t!;UX-xJW 

io mmm ios 

4-(4-^D0 7x-;i/)-N-[6-(l-tf^U v-;up<^;i/)-2-^-75 1 ;i/]-i-t: 



1 5 6- (1- U v>x;i/j* U y-2-7 5 >£ffl ^ 

15 T, H»3 8 c^^^SBt 5 D> 3E]g<fc£$£&&$;fc£ L 

'H-NMR (DMS0-d 6 ): 1.39 (2H, m), 1.48-1.61 (6H, in), 1.81 (2H, m), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, J=11.5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d, J=13.7Hz), 7.30-7.39 (5H, m), 7.59-7.75 (4H, m), 8.01 (1H, s), 
20 8.71 (1H, brs). 

Sfejft : 231-232 "C (gSlbll : SKlfJl/-^ 7 7°D h°;H-7-Jl/) . 
10 9 

4-(4-^^7xx;W-N-[6-(i-h°^Uvx;i/^^;W-2-^75 1 ;i/]-i-if 
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Me' 




1 5 TH£ 6- (1- U v - )),* ^)V) ± 7 * U >-2-7 5 >£ffl V> 

5 'H-NMR (DMSO-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, in), 1.80 (2H, d, J=12. 4Hz) , 
2.26 (3H, s), 2.34 (4H, brs), 2.71 (1H, n), 2.89 (2H, dd, 1=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, m), 7.38 
OH, d, J=8.0Hz), 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 
10 MA: 227-228 "C (£Hfcjg& : SUfJ^y^ 77°D fcf^X— r)I/) 
!l 1 1 0 

. 4-(4-^D07xr:JW-N-[fi-[(y7-2 > 6-y/^-l-t:^'J v^JW/^ 



'H-NMR CDMSO-dj): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, n), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
20 7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m) , 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs). 

H£ : 1 99-200 *C d£Hte» : SH^Jhy^ 7 7°n fc^X~r;W 

mmm 1 1 1 



Me 
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10 



15 



20 



N-[6-[(S/^-2,6-^^5 L ;U-l-tr^U^-;i/)^5 L ;W-2-^-75 L JW t!^'J 

Me 




MeO 

1 7 6- [ 6- 1?* T)V-\- U ^-JW * 3^10 ^ 7 ^ 

UT&fc. 

'H-NMR (DMSO-de): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, in), 2.69 (1H, m), 2.89 (2H, m), 3.72 (3H, s), 3.82 (2H, s), 
4.31 (2H, m), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 (1H, 
d, J=8.5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8.5Hz), 7.72 (2H, m), 
7.98 (1H, brs), 8.57 (1H, brs). 

: 170-171 "C 0g||«« : Mx^-v-f 77°D tfJl/X-xJW 

mrnrn 1 1 2 

N- [6- [(->X-2, 6-^ * tf ^ U ^x;w * 5P;H -2-^- 7 tf ^ U 

Me 




###1 1 7 6- [(->X-2, 6-^^ - U vx;W / ± 7 37 

'H-NMR (DMSO-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, in), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H. m), 
7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, in), 7.72 (2H, m), 7.98 (1H, brs), 
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8.68 (1H, brs). 

iffijft : 219-222 *C (glftgl : MX5P^-SM V 7°D tMl-X-T^) 
1 1 3 

6-(HnD7x-jW + [64.(yX-U-y^f^l-k°^ , Jy-JW^f 




###J 1 7 Tf#7c 6-[(vy;-2, 6-^^-1-t:^ U *3\>W ^"7^ 

'H-NMR (DMS0-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8. 3Hz), 7.61 (2H, d, J=8. 3Hz), 7.79 (2H, 
d, J=8.5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, J = 8.5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, J=2.2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H, 
brs). 

m& : 229-230 -C (^ B B B ft» : SUfJV-y^ 7 7°P 

$mw 1 1 4 

n-[6-[(->x-2, 6-v^^^;i/-i-t!^u /^;H-2-^-75 : -;i/]-4' 

h^->[l,l'-h*7x-;i/]-4-^;i/^^5 K 

Me 




MeO 



###J 1 7 TH§=£ 6-[(v7,-2, 6-v^^^-l-ti^U V-M 
!/>-2-75>$ffl^T, »#I5 4©3) t^Ofilf^^ff "5 - <tfc«k D> 
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'H-NMR (DMSO-dj): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, in), 1.58 (3H, m), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d, J=8.7Hz), 7.51 (1H, d, J=8.7Hz), 
7.73 (2H, d, J=8.5Hz), 7.82 (6H, m), 8.08 (2H, d, J=8.3Hz), 8.42 (1H, 
brs), 10.41 OH, brs). 
5 SL£: 199-200 "C : Stlf Jhy^fyya t'M-f 

$mm 115 

4' -7 U o-N- [6- 1 (v7~2, 6- S?* 3M1/-1- tf ^ U *?-M * -2-j~ 7 J- 

M [i, i'-tf7x-;w-4-*;^+-b-5 K 




10 #%#J 1 7f#fc 6-C(->7,-2,6-v^^Jl/-l-h°^U V-M t^Vtf-y 9 
l/>-2-75>£fflt<>T, 5 4 0 3 ) £^®0&f££fT5££k:«kt), 

'H-NMR (DMSO-dj): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.51 OH, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 (8H, 
15 id), 8.12 (2H, d, J=8.1Hz), 8.43 (1H, brs), 10.47 (1H, brs). 

M& : 220-222 t : Mx^-vM V 7°D fc^x—r^) 

$mm 1 1 6 

4' -7 D n-N- [2- [ [2- (3- tf U Vzl)V) -1 - tf ^ U V ~ )U] * ^)V] -6-+ J U 
-M [i,r-lf7xn;W-4-A;^^5 H 




8 Tt# fctlfc 4' -7 □ P -N- [2- (7 □ □ * 5 L ;W 7 U - 
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'H-NMR (DMSO-d 6 ) 5: 1.63-1.75 (6H, n), 2.16 (lfl, m), 2.87 (1H, w), 3.27 
(2H. m), 3.73 (2H, m), 7.40 (1H, id), 7.59 (3H, m), 7.82-8.00 (7H, m), 
5 8.13 (2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.47-8.54 (2H, m), 
8.69 (1H, s). 
FAB(pos): 533 [M+H] + 

«,&: 124-126 <C (dec.) (fctUfbM : IM&X^U-SM V^n ti^X- 

io gsm 1 1 7 

4'-£nn-N-[2-[[(2S)-2-U MrS'jWW tfP U y^W^^]-6-+ 
/Ux;H [l,l'-t'7x^W-4-^JVW5 H 



##^"J8-r#^nfe4'-^nn-N-[2-(^Dn^^;W-6-^y Ux . 
15 ;i/][i,r-t:7x-;W-4-^;^^ij-$ K£/bv>t, »^J2 3£ngj$©$tt 

'H-NMR (DMS0-d 6 ) (5: 1.68 (3H, m), 1.95 (1H, m), 2.33 (1H, m), 2.84 (2H, 
m), 3. 25-3.44 (5H, m), 3.64-3.71 (1H, m), 4.28-4.35 (1H, m), 7.59 (3H, 
m), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 OH, s), 10.62 (1H, s). 
FABCpos) : 486 [M+H] * 

fit£ : 172-174 V (gllbSI : BH6x^;U-v< V 7°n tf^X-x^) 
1 1 8 

(2S)-l-[[6-[[(4'-^ontl,l'-t:7xx;W-4-^;i/)*W 

25 -ji/]7$ y]-2-^y u x;n ^^;w-2-tf o u v>#ji/#^>i/- h 



Me 



/ 
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v,— Me 
A Me 



CI 




5 'H-NMR (DMS0-d 6 ) <5 : 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, m), 2.92 (1H, 
b). 3.35 (2H. m), 3.82-4.17 (2H, m), 7.62 (3H, m), 7.82-8.08 (6H, m), 
8.14 (2H, d, J =8.8 Hz), 8.30 (1H, d, J = 8. 4 Hz), 8.53 (1H, s), 10.63 
(1H, s). 

FAB(pos): 542 [M+H] + 
10 MA: 163-166 "C (igJIfbM : Mx^)l/-^ V 7°D tfJUx-xJU) 
HJfifcl 1 1 9 

4- (4-* h 4 1 v7 x ~;W -N- [6- [ (2, 2, 6, 6-x h 7 * ?)V-\-\11 U 



15 9T#fc 6-[(2,2,6,6-rh5^5 L ;i/-l-tf^'J^-;U)/5 t ;W-2- 

'H-NMR (DMS0-d 6 ) <5 : 1.00 (12H, s), 1.53-1.81 (10H, m), 2.71 (1H, m), 2.88 
(2H, m), 3.72 (3H, s), 3.90 (2H, s), 4.30 (2H, m), 6.86 (2H, d, J = 8. 8 
20 Hz), 7.18 (2H, d, J = 8.8 Hz), 7.52-7.79 (5H, m), 7.97 (1H, s), 8.66 (1H, 
s). 
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FAB(pos) : 514 [M+H] * 

164-166 "C : SUf^-y-f Vyok>X-fJW 

mmm 1 2 0 

4' h * [6- [ (2, 2, 6, 6-fh7^ -fc^ U y-JW / -2- 

5 . t7^WD,i'-t:7i^W-4-^M^5 K 

Me Me 

o r* 5?N V <5 V^N"^i 

1 9T#£ 6- [(2, 2, 6, 6-x h ytf-JV-l-VIV *^;W-2- 
t7^1/>75>^ffl^ HJEfij 5 4 <£> 3 ) <b^©Sf^*fr"5 d 

10 'H-NMR (DMSO-d^) 6: 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos) : 507 [M+H] * 

M : 212-214 TC : RKX^^^-f V7n tf;i/X-x;i/) 

15 f^gfll 12 1 

4" -7)l/^-n-N-[6-[(2, 2, 6, 6-x h 7PWl/-l-t°^U ^-JW *3Ml/)-2- 

[i,i'-b*7x-;W-4-*;^^it$ H 




###J 1 9 6- [ (2, 2, 6, 6-Th7^ 3MI/-1- tf ^ U v-JW ;* -2- 

20 j-y$U>7$>*m^T, «#J5 4©3) ilWJIicDW^tf 5CltH«J: 

'H-NMR (DMS0-d 6 ) 5: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.35 (2H, 
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m), 7.74-7.87 (8H, m), 8.11 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.43 (1H, 
s). 

FAB(pos): 495 [M+H] + 

It& : 238-241 V : Mx^-iM V 7°D fc? Jl/X-x» 

5 1 2 2 

4' -*3\>HH6-[(2, 2, 6, 6-Th7^^H-^'J y^W^^W^t 
7^;H [1, l*-lf7x-Jl/]-4-*Jl/#*-y-$ H 



Me ^ 

1 9 6- [(2, 2, 6, 6-x h7^^H-^'J 

10 t7^^>75>^ffl^T, HMflJ5 4(Z)3) £1^110 J&f^Sfr 5 £ t fc<£ 

'H-NMR (DMSO-dj) <5 : 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H, 
s), 7.32 (2H, d, J = 8.2 Hz), 7.57 (1H, d, J = 9. 6 Hz), 7.66-7.87 (8H, 
m), 8.10 (2H, d, J = 8.6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
15 FAB(pos): 491 [M+H] + 

It& : 235-237 *C GgjMtJgflfc : m&^^M 77°D \d)V^~y-)V) 

mmm 123 

4' -fj U D-N-[6-[(2, 2, 6, 6-x h 7 pWM- U ~7x;W /^;W-2-^- 
7?;H[l,l'-t*7xXJW-4-#;M^ir^ H 



1 9 T#fc 6- [ (2, 2, 6, 6-rh7^ 3SJI/-1 -fcT^ U i/-)V) * tMH -2- 

7-7* vyy^y^m^x, »5 4©3) t^<n©jft^&fT^itt«k 




20 
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'H-NMR (DMSO-d^ 5.: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
m), 7.74-7.89 (8H, m), 8.12 (2H, d, J = 8. 6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). 

5 FAB(pos): 51UM+H] * 

: 244-246 C (iSH«$ : Mx^^-v-f V 7*D 

mmm 124 

4'^np+[6-[(y-f v7°d tf;i/7^ -2-^-7 [1, 1' -t* 




2 0 Tt# e» nfc n- [6- [ ( *m v y'u tf jvt ^ j ) * j-m -i-j- 7 ?=■ 

'H-NMR (DMS0-d 6 ) (J: 1.03 (12H, d, J = 6.6Hz), 3.01 (2H, m), 3.75 (2H, 
15 s), 7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8. 7 Hz), 7.76-7.89 (8H, 
m), 8.12 (2H, d, J = 8.4 Hz), 8.43 (1H, s), 10.47 (1H, s) . 
FABCpos): 471 [M+H] + . 

: 246-250 V (i&JMtM : V 7°D kT;i/X— 5P;l0 

mmm 1 2 5 

20 6-(i-tfDU > ? -;i/^^;i/)-2-^75 1 ;i/ 4-(4-^dd7x— ;w-i-tr^u 




###J2 2T#fc6-(l-bfD'J v-;U/^JW-2-±7 
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'H-NMR (CDC1 3 ) 6: 1.68-1.83 (6H, m), 1.90-1.95 (2H, m), 2.55 (4H, n), 
2.74 (1H, m), 2.97-3.12 (2H, m), 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
5 m), 7.26-7.33 (3H, m), 7.49 (1H, m), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, m), 7.81 (1H, d, J = 9. 3 Hz). 
FAB(pos): 449 [M+H] + 

: 121-123 *C (B^itmU : SUfihy^ 77°n fcf Jl/X— r;W 
^JfifU 12 6 



##f!l2 2T#£ 6-0-fc!DU^-;M9 1 ;W-2-^-7 I — ^ HWH?^ 

15 *£LT^fc. 

'H-NMR (DMS0-d 6 ) (5: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, ra), 3.72 (5H, s-like), 4.14-4.32 (2H, m) , 6.88 (2H, m), 
7.20-7.33 (3H, m), 7.50 (1H, m), 7.65 (1H, s), 7.82-7.93 (3H, m). 
FAB(pos): 445 [M+H] + 

20 : 127-129 "C (*SH«$ : SSl^hy'f V7'd ti^x-x^) 

1 2 7 

6- (1-fcf □ U y^JMfJW -2-^-7 ^ 4- (4-^ 3^1/7 xXJl/) -1- tf ^ >J 
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0mm 2 2T#fe6-(l-^DUv-^/^)-2-^7h-;l/ 

'H-NMR (DMS0-d 6 ) 5: 1.72-2.00 (8H, m), 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FAB(pos): 429 [M+H] + 

m& : 238-240 X: (M^itmU ■ Mx^-iM V y'u k>X-~ t)V) 

mmm 128 

10 Uv>*;^^rvi/-h 




15 'H-NMR (DMS0-d 6 ) 6 : 1.73-3.91 (8H, m), 2.51 (4H, m) , 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m) . 
FAB(pos): 433 [M+H] + 

M : 106-108 t Gg&ibjSifc : H^X^-iM V7°a t>X-x;V) 
20 12 9 

6- (1 - k 8 P U y-JM -2-^-7 4-7 x x;H - tf ^ >J ^ 

HCI 
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'H-NMR (DMS0-d 6 ) 5: 1.69 (2H, m), 1.90 (4H, m), 2.00 (2H, m). 2.82 (1H, 
m), 3.12 (2H, m) ( 3.22 (4H, m), 4.21-4.49 (4H, m), 7.16-7.44 (5H, m), 
5 7.75 (3H, m), 7.93-8.12 (3H, m),. 10.69 (1H, br). 
FAB(pos): 415[M+H] + 

MA : 213-215 -C 0S£ll«*£ : MX^-iM 7 7°P tf;UX— rJU) 
H«J 1 3 0 

N _ ( 2 -^ 1 , 2 , 3, 4-x h 7 k H □ * > V M [ 1 , 6] ± 7 ^ U v >-8-f 
io ;u)[i,i'-H7xx;i/]-4-£;i^ifi= H 



##M2 3« 2-^^-1,2, 3, 4-fh7k K D^>y*[b] [1, 6]:>-75P 

15 'H-NMR (DMS0-d 6 ) 5: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.53 (3H, m), 7.78 (2H, d, J = 8.4 Hz), 7.83 (3H, m), 8.00 (2H, m), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, J = 2. 2 Hz), 10.56 (1H, s). 

s$ & : 236-238 "c m&imm : mx^p-sm v fcf;UX-x;W 

1 3 1 

20 4' -7;i/^0-N-(2-p<?;Wl, 2, 3, 4-x h 7 t H n^>7* [b] [1, 6]^7^U 
y>-H;W(l,r-l:7x-iW-4-*^+f$ H 



#^^1J 2 3 Tt#7c 2-* ^-I , 2, 3, 4-x r- 7 t F □ ^ > V* Cb] [1 , 6] 1 7 5 1 





N 



25 
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'H-NMR (DMS0-d 6 ) <5 : 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H, d, J = 8. 4 Hz), 
8.46 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

M& : 230-232 X: 0£JMfc« : ft^X^JWSM V ~?U t!;H— rJU) 

5 mmm 132 

4- U D-N- (2-*?)V-l, 2, 3, FD^W [b] [1 , 6] ± 7 5P D 

>-8-< ;W [1 , 1 ' -k* 7 x - J W -4-* 5 K 



!] 2 3 Tlffc 2-* 3S>M , 2, 3, 4-t 1 h 7 1 F D ^ > V M [1 , 6] ir 7 
10 U:/>-8-7$>£/B^T> HM5 4CD3) t^CSfPSff 5 ^ t{I«fc D, 

■H-NMR (DMS0-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d, J = 8.4 Hz), 7.80-7.99 (7H, n), 8.12 (2H, d, J = 8.4 
Hz), 8.46 OH, d, J = 2. 0 Hz), 10.57 (1H, s). 
15 Kjft : 238-240 V (^{M : Wm^^-M 7 7°n WVil-tM 
1 3 3 

N-[2-[(> 5 i'77ahf;P7sy)/5 1 ;i/]-6-^y U-;u] [i, r-t*7x- 



20 ###11 o-e#fcN-[2-[(v-i'v7at:^75y)/5 L ;i/]-6-+y u-;W 

7th75KSlHT, »#!I6©2) i|e]«^W&ff 5 Z tlz<k 0, S 

'H-NMR (DMSO-de) <5 : 1.03 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7.56 (3H, m), 7.69 (1H, d, J -8. 4 Hz), 7. 67-8.05 (6H, m), 8.12 




Me 
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(2H, d, I = 8.4 Hz), 8.26 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J = 2.2 Hz), 
10.58 (1H, s). 
FAB(pos) 438 (MU- 
SI*: 208-209 "C (&H«$ : gt^X^-X 7 7°o \d)Vx.-f-)l) 

5 134 

n- [2- [ ( *m v 7° o tf 5 j ) * -6-^ y u -;w -4' - y h ^ -> 



#*0U 0T#fcN-[2-[(sM77°ntf;i/75y)y^;i/)-6-^/ u-;w 



'H-NMR (DMS0-d 6 ) (5: 1.02 (12H, d, J = 6. 6 Hz), 3.02 (2H, m), 3.82 (3H, 
s),' 3.85 (2H, s), 7.07 (2H, d, J = 9. 2 Hz), 7.72 (3H, m), 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.08 (ZH, d, J = 8. 8 Hz), 8.25 (1H, d, J = 
15 8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468 [M+H] + 

Bfcjfc : 223-225 X, : S^x^^-v-f y^D tTJUX— r;W 

1 3 5 

N- [2- [ ( *M V 7°P bf Jl/7 5 7 ) ^ 5^; W -6-* J U XjU] -i'-7)V*U 

20 [i,r-t:7xx;i/]-4-^^#^-tta k 



###J i o r-%tc n- [2- [ (sm v tf ;j/7 5 y ) y ?sj W -6-+ / U 

7iz h7$ H^ffl^T, H»6CD2) tm%<D\m*'fx o ^t\zX 0, S 



Me 




Me 
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'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, ni), 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 =2.2 Hz), 10.58 (1H, s). 
FAB(pos) 456[M+H]f 

M : 207-209 "C (^UltM : IHfJl'-y< VJu tf^X-xJU) 

nmm 1 3 6 

N- [2- [ ( V rf U tf J17 5 J ) y -6-+ y u - J W -4' -y [1 , 1 ' - 
10 t'7x-JH-HM^$ K 



Me 




15 'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, d, J = 6. 6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8. 4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8. 2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
FAB(pos) 462CM+H3 + 

20 Sift: 225-227 X, (ig^bW : ffSlfJh^ V h>X-7^) 
13 7 

n- [2- [ ( v-r v 7°d fc° ji/7 a y ) y ^JW -6-+ y u -6- (4-y 3\>U7 x 
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Me 




N 



N 



X 



Me 



X 



Me 



Me 



mm i o n- [2- [ (*m v 7°u t°;i/7 s ; ) ^ -6-* / u -;n 

7-feh75F£ffl^T, «#J6©2) <h iWJ^^JSf^^fr "5 £ £ £ «fc 0, S 

5 'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, d, J = 6. 6 Hz), 2.39 (3H, s), 3.02 (2H, 
m), 3.86 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.70 (1H, d, J = 8.4 Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (1H, d, J = 8. 4 Hz), 8.42 (1H, m), 8.50 
(1H, d, J = 2.4 Hz), 9.22 (IH, d, J = 2.4 Hz), 10.70 (1H, s). 
FAB(pos) 453[M+H] + 

io m& : 211-213 v. m&imm •■ «x^-^v^o tr;ux— tjw 

mifoM 1 3 8 

6-(HDP7i ~)V) -N- [2- [ irM 7 7o fcf )V 7 5 / ) * -6-+ 7 U 



15 #%0U o-e#fcN-[2-[(v-<yyotf;i/7 5y)p<5 1 ;H-6-^y u-;i/] 

'H-NMR (DMS0-d 6 ) 5: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, id), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), 
20 8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H] + 

M : 201-203 *C : ffl&^JV-M 7 zTu t^x— rJlO 

13 9 



Me 
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n- [2- [ ( v< v 7° □ tf ^7 5 y ) * -6-* y u ~; W -4- (4-* 3^ 7 x 



Me 




##^J 1 0 Ti#fc N- [2- [ {=M V 7"n If 5 7 ) * -6-* 7 U -)V] 

. 'H-NMR (DMSO-d 6 ) <5 : 1.02 (12H, d, J - 6.9 Hz), 1.60-1.77 (4H, m), 2.26 
(3H, s), 2.85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 (1H, d, J = 8.4 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 J = 8.8 Hz), 8.81 (1H, s) . 
FAB(pos) 459[M+H] + 

MM: 184-186 13 (^UttM ■ ffSl^hx-f 7 7*P fcf^X-x^) 

^mm i .4 o 

4- (4-* P P 7 x - ;W -N- [2- [ (SM 7 7°P tf;i/7 5 / ) * -6-* 7 U 

15 -jw-i-tr^u v>^;p^+-y-5 h 



Me 




1 0 T#£ N- [2- [ {rM 7 7°P lfjl/7 5 7 ) .* 57W -6-* / U -M 

20 'H-NMR (DMS0-d 6 ) 6: 1.01 (12H, d, J = 6.3 Hz), 1.59 (2H, in), 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m), 7.32 (4H, m), 7.62 
(1H, d, J = 8. 1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, J = 
9.0 Hz), 8.81 OH, s). 
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FAB(pos) 479 [M+H] + 

M : 201-203 "C (JgJHfcjgJS : fflkttfr-M V7°0 tf^X-xJP) 
14 1 

s-ti^nt^^^wt^^i-z-d-ifp u vx;m^;W-ih-< > f- 



##$J 2 4^5 ftfc X^;U [5- [ (4-7* D ^ > w ->] - lH-f > F 
— ;W2-< ;W ^ ^ / — ;i> (lOOmg, 0.301mmol) £ h U X^UTS > (0.050ml, 
0.361mmol) 0fh7t FD77> (3ml) j§ffit0'Ct^^>XW^D 
10 UH (0.0256ml, 0.331mmol) £iDX., 15 #fS8fli#bfc. R^fcbfP'J^> 

(o.3mi) sjda, ist»bm t ^i&i^in^x^i/x-x;^ 

(1.8mg) S&fc. 

'H-NMR (CDC1,) 6: 1.83 (4H, m), 2.62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2. 4 
Hz), 7.19 (1H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8. 6 Hz), 7.49 (2H, d, 
20 J = 8.6 Hz), 8.95 (1H, s). 
14 2 

6-7xXJl/-N-[6-(l-t°DU^x;M5f;W-2-7 % - 7^W-3f>72 H 



8« 6-a-tfnu y-)v*^)\>)i-7*?vy-2-7^>%:m^ 
25 t, n»j5 4©3) iTO^jif^^ff oz.t\zxr>, mmitswzu&B 



5 



H 
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'H-NMR (DMSO-dj) 6: 1.73 (4H, m), 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, m), 7. 77-7.92 (4H, m), 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 It&: 212-214 <C (^IfbiS : Sflf Jhy< V/P HJVX-f JW 
llfj 14 3 

6- (4- ^ h is 7 x =. J W -N- [6- ( 1 - h° P U V- fr* ? ) V) -2-± 7 - □ 



10 8 fi-O-k'P 'J I/>-2-7$ >*ffi^ 

'H-NMR (DMS0-d 6 ) 5: 1.72 (4H, n), 2.50 (4H, m), 3.73 (2H, s), 3.85 (3H, 
s), 7.09 (2H, d, J = 9. 0 Hz), 7.47 (1H, dd, J = 1.5, 8. 4 Hz), 7.76-7.91 
15' (4H, m), 8.10 (1H, d, J = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, m), 9.20 (1H, m), 10.59 (1H, s). 

: 261-263 <C (g^ftgi : SH?^-y< V 7°U Yl)lJL-y-)l) 
14 4 

5-(f7Ma7i-;w+ [6-(i-tfnu> 7 -;L'^5 1 ;w-2-^-7^;H-n 

20 ^>7^ b* 



1 8 6-d-hfP U l/>-2-7 5 >£/BV> 

T> H»J5 4©3) iTOC^^fT^dititJ, 
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'H-NMR (DMSO-d 6 ) 6: 1.71 (4H, m), 2.47 (4H, m), 3.72 (2H, s), 7.41 (2H, 
m), 7.48 (1H, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d, J = 8.4 
Hz), 8.28 (2H, m), 8.45 (2H, m), 9.24 (1H, d, J = 2. 4 Hz), 10.63 (IH, 
s). 

5 Bfij& : 238-240 "C (glft^I : itlfJWy^V^O t"JH-fJW 

mmm 1 4 5 

6- (4-* ~7 x - M -N- [6- (1 - fcf D U V-h^M -l-ir^^M ZLU^ 
>7 5 F 




10 ##0»J1 8T#fc 6-(l-bfPU v^;V^5 1 ;W^7^l/>-2-75>-?:fflVi 

'H-NMR (DMS0-d 6 ) (5 : 1.71 (4H, m), 2.39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s), 7.35 (2H, d, J = .7.8 Hz), 7.45 (1H, dd, J = 1.8, 8. 4 Hz), 7.74-7.89 
15 (4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (1H, m), 10.62 (1H, br). 

: 260-262 X: 0S£JI«$ : Mx^P-v-T V 7°P Wji-tM 
SUSfll 14 6 

6- (4-^7 D □7x-;W-N-[6-(l-b°D U yZjWf iW-2-t7?JW-3? 
>75 H 




8"C#fc 6-(l-tf a U vn;l/^5 1 Jl/)^-7^l/>-2-7a>^ffl^ 
T, HM#I5 4©3) tmffi<DWkft*ftoZ£\z£r), mmit&WJ&M&ffi 

'H-NMR (DMS0-d 6 ) <5 : 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.47 (1H, 
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dd, J = 1.8, 8.4 Hz), 7.61 (2H, d, J = 8.4 Hz), 7. 76-7, 88 (4H, m), 8.23 
(3H, m), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 

M : 270-274 <c m&<mi& : mm^)i- *m vJu t?;io:-~r;w 



5 m\m\ 

(1 ) %Hm 1 T'# 6 tltcit^m 5 0 mg 

(2) 5£ h-^ 3 4 mg' 

(3) h^^nnvM 1 0. 6 mg 

(4) b^tD^vl© 5 mg 

10 "(5) ^rJy^^y^A 0.4mg 

(6) iz)V^^^)V^.)Vu-7,^)Viy^h 2 0 mg 

If 1 2 0 mg 



?y hlK£#cDNA£/fll>fcPCR&K:«k57v hSLC-1 

cDNA ©tgife! 

5y MKSJfepoly (A) *RNA (jO->f^a) £H^<hU 7>^*A7° 
7^-£^T&<B2fEJ&£frfc'pfc. i£$g^£f&«, -Piiy RNAPCR ver. 

^: l*«fc^2©-&^DNAy7-f^-«:fflV»TPCRteCJ;SiSi|@*fT)a:o^:. 

^ dna -r 7 -f - e iR $ nzmmvmfe^fimmz 

WttJnSft, £fc 3' iJfc^iJPS^S Spe I 0S8g»TS£giEWttta£ttS 

}&&(DMJ&\±, cDNA mm 5 m L£$DNA-7°7^T-&0.4 ^M,0. 25mMdNTPs, 
pfu (7. h^v->1±) DNA#U^7— tf 0.5 jti 1 ^.k^K^jlOAy 
H8]*jfoSW:50 w 1 tlL ^m^tztbOD-^^Mt^—^JVlJr^ 
% V— (A°-^>Xjl/T-#) 94^ • 60 #©M©!£> 94t • 60 g\ 
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6(TC • 30 g\ 1VC • 150 g>0lM 35 HMSDilU 72"CT 10 ftf% 

5 }f A cDNA 8B#®iSSiB^J©#ffitC«k5if IS cDNA @BJiJ©5tSS 

###J 1 - 1 £ PCR ^<£>£JfoMte 0. 8 %<D&M&7fl n-xy 

PCR-Script™AmpSK(+)^D-->y4 1 '7 h (X h 7 9 i>~ >ft) 
10 ©M^K^^ igjKLfcDNAS^^S H^^^-PCR-Script Amp SKC)^ 
+h7*^D— — ytfbfzo ^tl^XvxUh7 PU ( Escherichia coli ) XL-1 
Blue iciAbTflfii^^'t, cDNA#A0ffi-£8"2£ 

□ ->£7>tfxU>£cl;tfX-gal £#tHB^i£»T«U 
-rs^P->0*S«Kbfe^S*=K*ffl^T^SIU ^SHESM*E. coli 
15 XL-1 Blue/5 y> SLC-1 0? D->£7 >tf v U >£^tf LB ig 

JfiT—l&lg&IU QIAprep8 mini prep (*7y>ft) ?:ffl^T77X$ K DNA 
ZMMLtCo PIKL/fcDNA©-BP&ffl^T«!llS»^Sal I$5«fctfSpe Ifc«fc 
530»r£fffcV>, if A^tlTV^§^#: cDNA Hrtt-£>:£#£ £5f!Sbfc,, 
!5?0©ft3^©fe82>©SJl&fiDyeDeoxy Terminator Cycle Sequence Kit (A 0 — 

SLC-1 ^>A°?ff (@H^iJ#^: 3) &P-FT3 cDNAgE^iJ (Lakaye, B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) <D 5' M\Z Sal I Eglfffi^JWJPU 3' m\Z Spe I §SittB2WfrHJD 
25 Lfcite^ia^iJii-^r^^ii^itELfc (@B^iJ#^: 4) . 
###| 1-3 77h SLC-1 1851 CH0 M<Dft^ 

i - 2irM^umm^nrzyy hm&&<D slc-i <d±&7^ jwm 

?iJ£p-FU 5' We Sal ISBiaSE^ttJnU £fc3' #J(C Spe I ISliffi 
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coli (p; i->J:D Piasmid Midi Kit (^7^*>&) £ffl^T7°^X5 F£ 
SHfil' f»?ftSal I ^itfSpe I «lT^>D-WMDtBl 
& , >+f— h DNA (im^ftm, 7#n-xyJl^£5VUTWtiiU 

#£*ffl>Wb, 7x/-;H&ffl> 7xy-;u • 7DD*^A&tfS, x^y-;i/ 

TO^ff^CoTtHliKLfcc dtfM^-KDNA^Sal I&itfSpe I« 
bfcKjMIS^M^^^-T 0 ^^^ FpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)fE^<D pAKKOl. 11H 

^y_, >3>$ ^^ ( ^6fgOT7°77^ HpAKKO- SLC-1 %mmi>fz, 

pAKKO- SLC-1 -r^Mfe^bfeE. coli DH5(h-3-^-) Piasmid 
Midi Kit (+7y>tt) £ffl^T pAKKO- SLC-1 CD7°^X 5 H DNA ^UStL-fco 
£tl£ CellPhect Transfection Ki t (7? A7 7^^7/H ^^^&) 
&fflVv^#c07°P hn;U«oTCHO dhirMfcSSALfc, 10 t± g<D DNA 
&U>^^;^>7A.h0ifctt^lg<!:L„ 24 B#r^HutC 5 x 10 5 £fctel x 10 6 
TOCHO dh fr«^ML7t 10 cm ^^-Ulzma^fCo 10%7>-|^Jfil?* 
£<£tfMEM aigi&Tl BF^ig^Lfc^ «U il^MT&S 10%g|#r7 
~>fl&i'Elfilff£^tm^ : Fa MEM aJg^itfe. iltRi§itii^-r^?ilL-X< 
£ SLC-1 ^ CHO ^BJ}Sl:^^^K^MSa©r: □ ~-56 £ p->^Ji^Lfc 0 
###Jl-4 h SLC-1 l/-fe7°#-^6StmRNA©fgiJS?)i^CH0/ 

SLC-1 

###J 1-3 TM£til£tl£: CHO/ SLC-1 & 56 ? P->CD^7 y h SLC-1 
l/^7°^-MSK mRNA CD^gS^ Cytostar T Plate (7 T A 7 7 Jl/-?~> 

CHO/ SLC-1 $®=g-£n->£ Cytostar T Plate ©&well IC2.5 x 10 4 fiT 
oMUT24P#F^i$*l,fc^, 109gjJx;U-7U>HJ:t>TaiBa*H3£bfc. & 
well CO. 25% Triton X-100 $^JpLTM©^ijitt^Stffc^, 3i S5^ 
UfcgE?!l#-^ : 5 0riboprobe£iQ;lT/W:7U^X£i*fc. 20 mg/ml O 
RNaseA £&well tJjDx.TiSfii© riboprobe £tPHbU 7>- b£J:<#G^L 
A-f ZfU^-iXLTc ri boprobe £ Topcoun ter htc. 
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jfcl*SH4©S5^## mRNA fg^fijtfSSKinRNA fg^S©!^ 3 £ D->C7)*fr 

1-5 th SLC-1 cDNA %<a$S7°7ZS. H®¥filt 
k M&ieiHS* cDNA library (SUPERSCRIPT™ cDNA Li brary ;GIBCOBRL it) 
5 Genetrapper cDNA positive-selection system (GIBCOBRL ft) 0^X;i7 

MZ^-dX , Fl X>F^|/7-if£/3^T, DNAC nick £ Aft 

1 FJ16OTS* cDNA library £p®fbfco 

Kolakowski Jr. <=> (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 
10 pp. 253-258) (Dm^zm-J^TttMLfcffiPmn. : 6 0-&fig^'J J* # 

^.F (accession No. U71092 © 1434-1451 fcfflS) ©3' %ffi\Z biot in-14- 
dCTP & Terminal Deoxynucleotidyl Transferase Sffl^TfvfiPL* bio t in -ft: 

15 1 *Ht FJOTSS*cDNA library 4 n g & 95*0 T 1 ftffl&L1t&* ?K± 
T&ftU biotin^U^^I/^K20 ng SJ)DA, •37'Ct? 1 ^fH> &tt 
/W 7 U ^ if- -> 3 > A' y77 -T/W 7*'J^Xbfco X h 1/ •/ h 7 ¥ 
S?>tf— X£in;L, MAGNA-SEP Magnetic Particle Separator (GIBCOBRL It) 
£ffl^T, biotinib^Uzf^^l/^HCA-r^U^XL/i 1 *Slfc FI& 

20 cDNA £i|i$iU Kolakowski In S©$B1& (Kolakowski Jr., et al 

(1996) FEBS Lett. Vol. 398, pp. 253-258) £*-3V>TtfMKl>fcBE?IJ## : 
7 O^fiJc^Urf^ 1/^ F (accession No. . U71092 © 101 1-1028 £*B MO 
50ng ^77-f7-i:bT7-a7JHltoTfflli§Ml/, 2 *^7°^X 

25 ###J 1-6 #StUfct b SLC-1 cDNA ^7775 Ftf)&8@2?!J 

1 - 5 T# £> ftfc y 7 X = F £ ELECTR0MAX™DH1 OB™Ce 1 1 s \Z X V 0 
. Fd^I/— >a >^7r©AL,TJ#K»L^ cDNAjf ASffM-*^^^ 
>£7>bf~>U>WX-gal S-ttTLBSlE^tfJ^Ta^b, efi£MT3£ 
□ ->0*S«aLfc^*«ttTOOViT^SiL, J#Sf<£$ftlL_ col i. 
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DH10B/hSLC-l P->£7>fcf->U >££tr LBlgffiT"-|g 

HU QIA prep8 mini prep (*7y>&) £/B^T7°7 7.5 H DNA ^fflSL 
Jtc ^Slir2^J&fe©fc$(DixJiSte\ DyeDeoxy Terminator Cycle Sequence Kit 

5 mmxstco ^©nn, ie?y##: 8t^-riaw#e>nfc. ^fc^btifc 

^@2W^-K-r§75/^gB^ (§23Wf : 9) fi, Lakaye 6>M£ 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
£WT, kh SLC-1 ©ISJiJ£<atfk h^#:DNA|B^J (accession 
number :Z86090) *ht\zLT?y b SLC-1 fr<b WkZtlfcffiflt kTft£$ 
10 tlWfckh SLC-1 7$ y^§H^J<h«^oT^D, *i£iS?>J©£ b 69 & 
IX 64 7 a / Wt±M &H$&3 K -5 ATG ^ mRNA ±X#ffi"T 5 £^ L 

Escherichia coli DH10B/phSLClL8 * I FO&J^N I BHtlFKbfc. 
###| 1-7 h hJteiSlK** cDNA PCR &fc«fc3 k h SLC-1 cDNA © 

15 i^I 

h 7 s/^Sti t) ^ o- - >^snfc k h SLC-1 DNASB^JS^-tr 
■yyZ^FZmmtV. SB?>J##: 1 0*5«ktfl KD^DNA^-T T-<h 

^^tl^tlfr^^fcc tu^O^lDNA^k h SLC-1 (S)t, ^£©if4IDN 
20 A£kh SLC-1 (L)t^^Lfeo ^fiJcDNA :/7^-lig&#®eK:8!iR£tt 

M^Sal I 0S@ft-TS*ISiE^J*WD$n, ££3' MtMHStSpe I. 

M^©raiE?iJ^#toL7to k h SLC-1 (S)^©K«cD««> k h 
25 SLC-1 DNAE^J^-atfy^XH F&M 5 u K DNA 7°^ 0. 4 

MM, 0. 2 mM dNTPs, pfuDNA #1) * 5— tf 0. 5 u 1 £ J:tK|f iSt#Jl0/ty 

7t--t\ ®Kj&m}*so u i iLto mmotcftw-i zMtvr- t;hk 

/7^_ (/\'-^>x;t/T-1±) SffiH, 94t-60fj!©MOE 94*C-60?>\ 
57*C-60g>, 72"C • MftCDIMPfr*: 25 (EJiiDMU 7213 ■ 10 # 



WO 01/82925 PCT/JP0 1/036 14 

192 

fci&Lfc. bhSLC-l(L)iii©SWMl t h SLC-1 DN AiB 

n^^yX^ F§§?S 5 h'&J5£DNA77'fT-&0.4 u M,0. 2 mM dNTPs, 
pfuDNA #U * 7— tz 0. 5 ^ 1 £«k^S8fc#JB©As/ 7 7-T. 
50 jtz. I mm(Otclt>(DDr-(^MtDr-^)VD-^^y- (A°-*>x;i, 

5 T -It) SJflk 94"C • 60 #©«©!£, 94<C • 60 tk 60^ • 60 fj\ 7213 ■ 
3#©+K7;U£ 25@*8t)iIU 72*C • 10 if'I'lM© 

10 if A cDNA|K^©4£Sa2^J©»ffllt«k5*i l li cDNA|B^J©5tsS 

1 - 7Tfxfcofc PCR^©£J&M£ 0. 8 %©®M7^7P-7.y 

^tHjJRL-fcc PCR-Script™Amp SKC)^P-->^^ h (Xh5^^->t) 
15 0^\zm\ 0iRbfcDNA'£ 7*^X5 K^^-pCR-Script Amp SK(*)^ 
1t7^D— x>^L^Co utl^Xyx'Jk7 □ U ( Escherichia col i ) DH5 
a competent cell (h*-3-#-) fcfcAbTJBSig&Ufcg, cDNA#AHfr 
fr£&O^D->£7>^>U>&£tf X-gal Sr^IB^«tfJ4«TaWL, 
fi&£M«7 D->©^£Mffib7cO£4§&£ffl^TMU t b SLC-1 
20 (S) ©j^Ktetft-j* JL_ coil DH5 a/hSLC-1 (S)thh SLC-1 (L) (D^n^WkW & 
coli DH5 a/hSLC-l(L)£#fc. I^O^n->^7>tf y'J >^tf LBgi 
T— IfeJSSIU QIA prep8 mini prep (^7y>tt) Srffl ^T7°7X 5 F DNA 
Zmmisfco SiKUfcDNAO-gU&ffl^TMIS^Sal I&£tfSpe I Ck 

25 BB^JO&^^Jfc&OIfcJ&teDyeDeoxy Terminator Cycle Sequence Kit (A°- 

fc. #enfe7 D->©B2?JWu t h SLC-1 LTBB^J## : 

1 O&cfctfl 1 ©^^DNA7°7-r^-Ti|iH$tl^)^^DNA§B^J (IB^Jfi 
f : 14) ££tft h SLC-1 jte^^^S<hbTS2»^ : 1 2£«fctf 1 3 
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##091 - 9 th SLC-1 (S)S£S! CHOM&^tfk h SLC-1 (L)^^ CHO« 

5 ##m i - 8 rmmmmznrz t h slc-i (s) 1. 1 h slc-i cd ^2»a$ 

ftfc K^i^T^M^^tlfeL coli 07P->J:D Plasmid 
Midi Kit (*77-*>ft) £ffl^T7^7a h'SMU fiJPl^Sal I 

t;s P e \-z®mhT^ y^-yzmitm&htc,, ^ >+*-- h dna \*m§m 
7^n-^y;i/^e>.*sy UT^oDfflb, 7i;-w 

io tti> 7x/-;w • 7PP*;PAatB, x^y-;i<a^^tT^oTlfl!JRUfco 
HCD-Y >it— b DNA £ Sal I££tfSpe I T^OifLfc«]tl«^ffl^^^ 
— 7°^75 HpAKKO-lllH (minima, S. et al. Biochira. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)fBi£© pAKKOl. 11H tm~ CD^7^-7°^7S H) 
KiD*., T4 ^-f^r-7 £^ ViT^-f $*~>3 >Z'frfc<<\ m&m 

15 5lffl7°77$ H pAKKO-hSLC-1 (S) t pAKKO-hSLC-1 (L) £}pf^b£o 

pAKKO-hSLC-1 (S)£<fc££pAKKO-hSLC-l (L)T^K^L/t E^coH DH5 a ( h 
-3-7^-) Plasiid Midi Kit (*7tf>ft) £/8!/>TpAKK0- 

hSLC-1 (S) £ pAKKO-hSLC-1 (L) ©7°57 5 F DNA £gR$g Lfc, £tl£ Cel IPhect 
Transfection Kit (77->t A7 y7/H ^x^ft) £$^#©7° 

20 P hP;i/£feTCHO dhfrlfflfl&Kl^Abfco 10 u g © DNA £ U >^*;Pv 
>7A<hCD^ttSl«tL, 24Wt5 x 10 5 £fctel x 10 6 f@CDCHO dhfr 
MM&MnLfr 10 cmv^-l/»JPUfco ^y^Mifiitif £"^tf MEM a 

^tTM^Fa MEM aigi«lfc. mU%m^HtmisT<Z>\i b SLC- 
25 1(S) 3ie^ACH0,«T^^^MraW©PP--56 7P->43J;^ 
kh SLC-1 (L) 31^«ACH0«Tfe5^KKMBacD=]Pn-61 7 0- 

0%M 1-10 h h SLC-1 (S)&£^'t: h SLC-1 (L) mRNA ©^ft^ffi^il 
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1 - 9T$££ttfc CHO/hSLC-l (S)ft 56 V n->&£Z$ CHO/hSLC- 
1(L) &61 :7n->©mRNA <£>^*£ Cytostar T Plate (77->t A? 7^ 

bfco CHO/hSLC-l(S)$&£lKHO/hSLC-l(L) □ Cytostar T 

5 Plate well C 2. 5 x lOW^SHIbT 24 mffl%mLtz'&, 10%*^T 
U y\Z^-oXm^^htz.o S-welUCO.25% Triton X-100 ZmnLTm 
m(D&T§i&Zfotffz'&, 35 S ^JH>7cIE»-^ : 1 6 © riboprobe ?:in^T 
A-f 7*U^*-fX£i±£:o 20 mg/ml © RNaseA well tt^TH® 
riboprobe £MU 7>- h£«fc<ift#U^ ;W 7*U ^Xbfc 
10 riboprobe (D^MStt^TopcounterTtiiJSbfcc TO^tt^i^^mRNA 
^MMtfM^o mRNAfgi|*©K^7 ^D->©W£>, 
57 ££K/SV^c„ 

^^ijl GTP r S AOr-f >^7y-fe'TSfflVifc7>^d' 

15 -X h«tt©$J£ 

0Tt#e»tl/ct h SLC-1 ^CH0«^7D->57^i;r;#^ 

-4T?#e.nfc^^ h SLC-1^ CH0 44 £ffl(/>T, UT<D 

■fimz&QWmttZmMLrco 5 mMEDTAtX^l/^r^EaM^ML 

1 

TcV ymmm^M-k^ (pH 7.4) fchK hSLC-l^JICM 
20 l&(lxl0 8 flI)£??ig£-tL js^Lfc. «ffllS©^Uy M^y^-hA'^y 
— (10 mM NaHC03 , 5 mM EDTA, pH 7.5)$ 10 ml iPx., #U hn>^ ; &^-^ 
'Tlf-^fflViT^ ; e^^-hbfCo400XgT 15 #Fi?|j&OUTt#Sttfc±iS£ 
$ lOO.OOOXgTl P#^3S^b,MlJ^©tt»?:#fco £CDM« 2 ml 
O7yt<Ay77-[50 mM Tris-HCl (pH 7.5), 1 mM EDTA, 0.1% BSA(7 
25 yM7J^$»> 10 mM MgC12, 100 mM NaCL 1 p. M GDP (^7/-»5' 
-—'J >M).0.25mMPMSF(7x-;U^^;l/X;i/*nJl/7;i/^'7-r K), 1 mg/ml 
^7°7.^5 1 >> 20 mg/ml D-f^y^X 10 mg/ml 7tX7t7$H>3HI 

?su ioo,oooxgTi iSRffi&frLfc. tmrntisT^-ztitcwmtt^mTS 

20 mlOT-yt'f A*777-t:IIt. "80° CT&EU 
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t!k>M© 96 ft TV- 7 7t^ Ay 7 SLC-1 CHO 

ifflIIMB#171 /z 1 DMS0«T#|Rbfc3xl0- ,0 M MCH 2 # K 

5 S*0M£K:$&fRL&tt&fc£4fc$?fc2 # K &£^[ 3S S]-Guanosiiie5' -(7 
-thio) triphosphate (f^fr?^ tkfil) 25 /z 1 ^tl^ft»L?c(&B 
fl&JBUHiiS : 20 /i g/mK [ 35 S] -Guanos ine5' -(r-thio) triphosphate : 
0.33nM) o ^OM?: 25"Ct? 1 B#P B 1 lfc#Lft#SEJfc£-&fc&, ^577 
4 JU*-(GF-C)£fflV>T!ft3l5iBU (50mM Tris-HCligfriK 

10 pH7.5) 300 /i lt3 0MLfc o ^7^7^^~Wy>?l--^-$ 
50 ml »U >a >^7 7>^-T«L^o 

S^lll (%) = 0ft£#)£ MCH^»tfet#CO^«tt-DMS0^$ 
&lDLfc££0;ftltflH£)/ (MCH ^ttL7tch#M^tt-DMS0 

inbfct#o&l*Stt) xiootLT, (%) #£<fc&$i© ic 50 

15 ffi^umi^ 



fc£«-*f gjggtt OC s JI: nM) 
Hifi^M 1 5 



it^m (i) , (r) iii^n^fis, «tifeMCH$$MM 
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1. j£ 

Ar — X— Ar— Y— N ( , 0 

5 K^K Ar 1 teg^S£#LWTfci;^§t ; l£S£ ; 
Ar «tt^£WLWT i fe.fc^&&££Sl5£^#3i£ ; 

15 2. R 1 ^3j:^R 2 ^^-^fc«^oT7K^JM^Sfe«m^S^WbT^T 

y £ <h t> tsjftssw bx^T h £^mmw.mm&rtj&-?z>m$.m i tarn 
20 3. ^7->g^ju ; e>tigH"f*^ii© : ?i» • fa^JTfe^w^iiB 

5. ^ 
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Ar' — X— Ar— Y— (f) 



XHiCONR 8 , NR 8 CO (R 8 «7j<*II^ Any^SftWW^CLj 
Ar «ttMS£WLTOTki:«£^g!5£^#§i£ ; 

r 1 & i # r 2 ten- * -d x?m tc SISI^ V T t> «t 

mm&mzi&i&Lx ^Tti^o fetch, xwcom wtfrm&ttMzc 

i-arJWVZTfrr) T&%tZ. ArttAO^rX th*o^>X C 1 - 6 7)l 

F-;i/^7cte^>X^^ity-;i/T'7 l t i:< ; X 1 7^C0NHT&&££, Ar KTJl' 
^r;X ■7JU3^-^43^Aby>^f,S«tl5aSi*£^bT^Tt)«fcVi4 

6. X^CONR^&teNR 8 CO (R^i/Kllf, ADy>fls$nWTfc<k 

Apyxtsnwcbj^c 1 _ 6 7;i/^;i/^;u^-;P£^-r) t&d, r 1 

& «t R 2 Wm- £fc o TtK^M^ S «S$S $ W L T ^ T fe «k ^ 
25 k«^»^^T/5\ R L tR 2 t^^T^g^^i:t)}c:M^S^bT 
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£fi&S£W LX^X «k ^-a S3lHg3it& Strict"* 5 BB«<ZMb£ 

5 7Kss£«ktf 5 fcv> u io jt^§«sist^ e>atfna 2 3 mxmj&zn 
#APy>fb£nx^xt>£^c i.oT^n^v'^ssi^nsfigis^-en 

10. Ar 1 ^ S^»^WbT^TfeJ;VU 6 _ 14 7U-;PTBm^nTViT 

«k t:^ u ^nji/XS 3 If 5 ts«cco^^c 

11. X 1 j&* COM £7cte COO T&SSfc&g 5 fEifeCO^tlo 

15 1 2 . Ar -7?^$n5ffi^^s^S5R*^3fi^ 9 &v>l 1 4 ©sn^sta^ 
mM8z4k7kmx&z>m^m 5 gB«o{b-&%. 
1 3. Ar-e^snsffi^ma^mau om^#m^#^i^x^ 

20 ^5ia*c©<b^. 

15. X^CONR 8 £7cttNR 8 C0 (R 8 «7jc^-?. AO^rM^tlWTfe 
25 16. YX^$n^£iIWj^«l^^b6©7.^-1i--^ -0-, -S-, 

-co-, -so-, -so 2 -, -nr 8 - (r 8 «7K^^> AP^Xb^nx^ 
Tt><fc^ c j.eTJ^k APy>^b$nxvixfe«fc^ c 1 _ 6 7;i/^-*;i' 
#-jk ADy>{b$nT^xt>«k^ c 1 _ 6 7;^;kx;k^-;i'^7K-r) 
z>v\py>-fb$nx^xfe=t^2#cDC ^^g^witS/^iittfns 1 
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t 3 2 «T&3ft*II 5 mm<D4t£®o 

1 7. y^c 1 _ 3 7;^i/>T^^ft^5fe«©^-&tio 

1 8. K i tR 2 ttimmt%^mw^t<b\z.mmm*misT^Th£^<E;m 

5 19. ■ag«*^ ; &;^'J>, hXU> ? >, tf^^X tf □ U 5^>» 
2, 3->?h H > H-;k 1, 2, 3, 4-t- h ^ fc F >£7cte 1, 2, 3, 4 

-xb^tFD-fv^yu &§if« i 8 tmoit&fy}, 

10 2 1. ft*® 5 um<Dit£m<D-ju H ^ >y 

2 2. 4'-£niD-N-[6-[(N, N-^/^;i/7ay)/^;w-2-^-7?;W [1, I'- 
ll 7x-;i/]-4-#;i/tf^+i- 5 F ; 

4 , -£aa-N-[6-(l-tfnU y-j^^W-2-t7?JH [l,l'-t'7x-JW- 

15 4 ■ - o-n- [2- (i - 1; d u ->*-;i/ * 5vw -6-* / »; w [i,!'-t'7xr 

;H-4-^;^^+hSK; 

;W-4-^;i/^^t)-i h ; 

4' - ^ □P-N-[2-[(2-^^;i'-4 > 5-yt H D-lH-< 5 ^V-;i/-l~Y ;W *3=- 

20 ;H-6-^/U-;WCi,r-if7xzi;i/]-4-^;i/#^+h5 k ; 

4' -2 DD-N-[Z-[(2, 2, 6, 6-r b ^^JU-l-tf^U ^;H-6-^y 
U-;U3[l,l'-k*7ai-;i/]-4-^Jl/^^it5 H ; 

4- (4-7 D U 7x.-JV) -N- [2- (1 - hT □ U W -6-* 7 'J ~ ;W -1 - fcf 

^U^>*;^+-tf"5 H ; 
25 N- [2- (1- 1: D U ^ n -6-3- / U n;H [l,l'-h'7 x-JU] -4-ft Jl/# 

6- (4-* ^ 7 x - ; W -N- [2- (1 - 1° □ U x-^ * W -6-* ^ »J ~ ;U] - P 

4- (4-* h^^7x-JW-N-[6-(l-h°D'J V-jb^^;W-2-±75 1 ;H-l-tf 
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6- (4-* h^S/7xn;i/)-N-[6-(l-tfP U : y~)V^M-l-)-y^)V]~U^ 
>75 F ; 

6- (4- * 7 x - )V) -N- [6- (1 - \L D U v- )V * J-)V) -2-± Z> 9) W - □ J- > 
2 3. iS: Ar'-H (XII) 

k+ > Ar 1 urn m 5 tats t m^m z^rirm £ n-5 o&m £ £ «^ £ , 

L — X— Ar — Y — N { } (xill) 



Ar 1 — X— Ar— Y— ) (i") 



2 6. ^ 

Ar — X— Ar — Y— N( m 
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wc i^^iiii^Mut) «fc < , r 2 z>mmw,i-& & xs 

Y <h 1 % £B&£ ^ L T T t> <k £ ^ b T <AT t> «t < , R 

^RM&TSS&JB^ Y££tfAr £<hfct;:tt&g£WbWTfe«J:t'V£g 

27. ^ 

Ar'— X— Ar— Y— n( : m 

f : . X R 2 ---' • 



Ar BfllJtLt^TWUl^MIl^ ; 

25 2 8. *5->«*;i/tMagBt-3£s©w • femfflzmk-tztcito 
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Ar — X— Ar— Y— N ^ ^ (l) 



R 2 - 



[5£^ Ar 1 ttfi&g£#bWTfc«kV>S!ftg£ ; 
Ar «fi&g&WbTV>T*>«fc^ffi£#£a3?#3i£ ; 

29. w-g©™ • %mmzm&-tz>rc®<D. s 

, /-••• 



Ar — X— Ar— Y— ^ (0 



R 2 



15 Ar fcm&S£WUWTt>«k^*&&#335£^#5l£ : 
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SEQUENCE LISTING 
<1I0> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723WO0P 
<150> JP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 

1 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met Pro Ser Val Phe Gly 

35 . 40 45 

Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He lie Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr lie Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val lie Cys Leu Leu Trp Ala Leu Ser Phe lie Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Yal Ala 

225 230 235 240 

Pro Ala Ser Gin Arg Ser lie Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 

305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 

340 345 350 



Thr 








<210> 4 








<211> 1074 








<212> DNA 








<213> Rat 








<400> 4 








gtcgacatgg 


atctgcaaac ctcgttgctg tccactggcc 


ccaatgccag caacatctcc 


60 


gatggccagg 


ataatctcac attgccgggg tcacctcctc 


gcacagggag tgtctcctac 


120 


atcaacatca 


ttatgccttc cgtgtttggt accatctgtc 


tcctgggcat cgtgggaaac 


180 


tccacggtca 


tctttgctgt ggtgaagaag tccaagctac 


actggtgcag caacgtcccc 


240 


gacatcttca 


tcatcaacct ctctgtggtg gatctgctct 


tcctgctggg catgcctttc 


300 


atgatccacc 


agctcatggg gaacggcgtc tggcaclttg 


gggaaaccat gtgcaccctc 


360 


atcacagcca 


tggacgccaa cagtcagttc actagcacct 


acatcctgac tgccatgacc 


420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc fgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc 900 
ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212>RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 262 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<220> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 



taggtgatgt 


cagtgggagc 


catgaagaag 


ggagtgggga 


gggcagttgg gcttggaggc 


60 


ggcagcggct 


gccaggctac 


ggaggaagac 


ccccttccca 


actgcggggc ttgcgctccg 


120 


ggacaaggtg 


gcaggcgctg 


gaggctgccg 


cagcctgcgt 


gggtggaggg gage t cage t 


180 


cggttgtggg 


agcaggcgac 


cggcactggc 


tggatggacc 


(ggaagcetc gctgctgccc 


240 


actggtccca 


acgccagcaa 


cacctctgat 


ggccccgata 


acctcacttc ggcaggatca 


300 


cctcctcgca 


cggggagcat 


ctcctacatc 


aacatcatca 


tgccttcggt gttcggcacc 


360 


atctgcctcc 


tgggcatcat 


cgggaactcc 


acggtcatct 


tegeggtegt gaagaagtcc 


420 


aagctgcact 


ggtgcaacaa 


cglccccgac 


atcttcatca 


tcaacctctc ggtagtagat 


480 


ctcctctttc 


tcctgggcat 


gcccttcatg 


atccaccagc 


tcatgggcaa tggggtgtgg 


540 


cactttgggg 


agaccatgtg 


caccctcatc 


acggccatgg 


atgecaatag tcagttcacc 


600 


agcacctaca 


tcctgaccgc 


cafggccat t 


gaccgctacc 


tggccactgt ccaccccatc 


660 


(ct tccacga 


agttccggaa 


gccctctgtg 


gccaccctgg 


tgatctgect cctgtgggcc 


720 


ctctccttca 


tcagcalcac 


ccctgtgtgg 


ctgtatgcca 


gactcatccc cttcccagga 


780 


ggtgcagtgg 


gctgcggcat 


acgcctgccc 


aacccagaca 


ctgacctcta ctggttcacc 


840 


ctgtaccagl 


ttttcctggc 


ctttgccctg 


ccttttgtgg 


tcatcacagc cgcatacgtg 


900 


aggatcctgc 


agcgcatgac 


gtcctcagtg 


gcccccgcct 


cccagcgcag catccggctg 


960 



WO 01/82925 PCT/JP01/03614 

6/11 

cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact a-tgtgctaca gctgacccag ttglccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtglacatcg tgctctgtga gacgttccgc aaacgcttgg (ccfgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr GIu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn lie He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He lie Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp lie Phe He lie Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT lie His Gin Leu Met Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu lie Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Yal He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe lie Ser lie Thr Pro Val Trp Leu Tyr Ala Arg Leu lie Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser lie Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr lie Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccalgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 
<223> 
<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 
<210> 14 
<2 1 1 > 1074 
<212> DNA 
<213> Human 
<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct 
ctgccttttg tggtcatcac agccgcalac gtgaggalcc tgcagcgcat 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct 



caacacctct 


60 


catctcctac 


120 


catcgggaac 


180 


caacgtcccc 


240 


catgcccttc 


300 


gtgcaccctc 


360 


cgccatggcc 


420 


gaagccctct 


480 


cacccctgtg 


540 


catacgcctg 


600 


ggcctttgcc 


660 


gacgtcctca 


720 


ccgcacagcc 


780 


acagctgacc 


840 
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cagttgtcca tcagccgccc 


gaccctcacc 


ttgggctatg ccaacagctg 


cctcaacccc 


cgcaaacgct 


tggtcctgtc 


ggtgaagcct 


aacgctcaga cggctgacga 


ggagaggaca 


<210> 15 






<211> 1283 






<212> DNA 






<213> Human 




<400> 15 






agtcgacatg 


tcagtgggag 


ccatgaagaa 


cggcagcggc 


tgccaggcta 


cggaggaaga 


gggacaaggt 


ggcaggcgct 


ggaggctgcc 


tcggttgtgg 


gagcaggcga 


ccggcactgg 


cactggtccc 


aacgccagca 


acacctctga 


acctcctcgc 


acggggagca 


tctcctacat 


catctgcctc 


ctgggcatca 


tcgggaactc 


caagctgcac 


tggtgcaaca 


acgtccccga 


tctcctcttt 


ctcctgggca 


tgcccttcat 


gcactttggg 


gagaccatgt 


gcaccctcat 


cagcacctac 


atcctgaccg 


ccatggccat 


ctcttccacg 


aagttccgga 


agccctctgt 


cctctccttc 


atcagcatca 


cccctgtgtg 


aggtgcagtg 


ggctgcggca 


tacgcctgcc 


cctgtaccag 


tttttcctgg 


cctttgccct 


gaggatcctg 


cagcgcatga 


cgtcctcagt 


gcggacaaag 


agggtgaccc 


gcacagccat 


ggcaccctac 


tatgtgctac 


agctgaccca 


tgtctact ta 


tacaatgcgg 


ccatcagctt 


tgtgtacatc 


gtgctctgtg 


agacgt tccg 
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tl.tgtctact tatacaatgc ggccatcagc 900 
tttgtgtaca tcgtgctctg tgagacgttc 960 
gcagcccagg ggcagcttcg cgctgtcagc 1020 
gaaagcaaag gcacctgaac tagt 1074 



gggagtgggg 


agggcagttg 


ggcttggagg 


60 


cccccttccc 


aactgcgggg 


cttgcgctcc 


120 


gcagcctgcg 


tgggtggagg 


ggagctcagc 


180 


ctggatggac 


ctggaagcct 


cgctgctgcc 


240 


tggccccgat 


aacctcactt 


cggcaggatc 


300 


caacatcatc 


atgccttcgg 


tgttcggcac 


360 


cacggtcatc 


ttcgcggtcg 


tgaagaagtc 


420 


catcttcatc 


atcaacctct 


cggtagtaga 


480 


gatccaccag 


ctcatgggca 


atggggtgtg 


540 


cacggccatg 


gatgccaata 


gtcagttcac 


600 


tgaccgctac 


ctggccactg 


tccaccccal 


660 


ggccaccctg 


gtgatctgcc 


tcctgtgggc 


720 


gctgtatgcc 


agactcatcc 


ccttcccagg 


780 


caacccagac 


actgacctct 


actggttcac 


840 


gccttttgtg 


gtcatcacag 


ccgcatacgt 


900 


ggcccccgcc 


tcccagcgca 


gcatccggct 


960 


cgccatctgt 


ctggtcttct 


tlgtgtgctg 1020 


gttgtccatc 


agccgcccga 


ccctcacctt 1080 


gggctatgcc 


aacagctgcc 


tcaacccctl 1140 


caaacgcttg 


gtcctgtcgg 


tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 1283 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 

cuuucugucc ucuccucguc agccgucuga gcguugcaga cagcgcgaag cugccccugg 120 

gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 

acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 

acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 

gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 

cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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